SUBVENITE- lamotrigine tablet
REMEDYREPACK INC.

(GHLIGHTS OF PRESCRIBING INFORMATION
These bighights do 0 use SUBVENIT! fan
prescribing information for SUBVENITE.

SUBVENITE (lamotrigine) tablets USP, for oral use

Initial US. Approval: 1994

e ful prescribing information for complete boxed warning.

« Casesof includi pl
greater in pediatric pati i adul rash
includ

stration with valp
of SUBVENITE.
. exzudlnlrunmmendmdmeuulillan for SUBVENITE. (5.1)

. o caused
prove to be serious
Unles the rach s clearly not drug relsied. (3)

Warnings and Precaut

RECENT
s, Hemophagocytic 82019
Lymphohisiocytos's (52)

INDICATIONS

SUBVENITE o ndcted for
therapy in patients aged 2 vears and older:

© partakonset seiures.

» primary generalized tonic-cloni seizu

© Generlned seiures o Lnox Casaun synrome. (1)

nptens
seizures who are i henobarbitl Valproate 35 the single
bipolar | y n patents
reated for acute mood episodes with standard therapy.  12)
manic or ded. Effect UBVENITE i the
acute weatment of mood episodes has not been establshed.
raTION
+ Dot a a 5,20

+ Toavod e iniial dose
excerded. SUBVENITE Sarter Kasare svaibl or the vt 5 weeks f reatment (2.1 16
. ITE inpatients
ks (21,5.1)

willbe
contraceptives. (2.1,5.8)
+ Discontinuation

week) (21,59)

piepsy
Adjuncuive therapy—See Table 1 for patients okfer han 12 years and Tables 2and 3 or patients aged 210 12 years.
22)

» Conversion to monotherapy—See Table 4.(23)

‘Bipola diorder: See Tables 5.and 6. (24)

» Tablets: 25 mg, 100 mg, 150 mg, and 200 mg; scored. (3.1, 16)

Hypersensiviy t the drug or ks ingredients.  Boxed Warning, 4)

. rash andior Discontinue at the frash, i
oL drug relted. ( Boxed Warning, 5.1)
or Di SUBVENIT blshed. (52)
+ Faulor reaction
be ftalor e signs may include rash fever,and
mphadenopaby- These esctons may be assochiedwit othes rgan ohement sucha bepats, bt ke,
UBVENITE for thi reaction

& notfound. (5.3)

May occur,eiher withor without an associated
bleeding. (5.4)

i
= Suicidal behavior and ideation: Monior for suicidl thoughts or behavors. (3.5)
» Aseptic meningits: Monitor lo signs of meningis. (5.6

recelved drug ks correct. (5.7, 16,17)

otk 210%) n adults were di Headache. i
blurred lence,chinis,ph i rash
i fecton, dentalnjry, di dominal pan, and (61)
pain aigue, rash, shits, abdominal pain, and xerostomia. (6.1)
orFDA
at 1-B00-FDA-1088 or wwnefda gov/meduatch.
» Valproate increases Lmotrigine concentratons more than 2-0id. (7, 12.3)
. harbial, primd b
approximately 40%. (7, 123)
. P (7,123)
. Protease
and 329%, respecively. (7,12.3)
* Coud 7
123)
POPULATIONS
» Pregnancy: Based on animal data may cause fetal harm. (8.1)
Dosage nd severe e mo (21.86)
. be effectve for patients (21
87)

FULL PRESCRIBING INFORMATION: CONTENTS*
1INDICATIONS AND USAGE
1.1 Epileps;
1.2 Bipolar Disorder
2DOSAGE AND ADMINISTRATION
2.1 General Dosing Considerations.
22 Epilepsy-Adjunctive Therapy
573 Epilepey-Comversian fram Adjunctive Therapy to Moretherapy
2.4 Bipolar Disorder
3 DOSAGE FORMS AND STRENGTHS
3.1 Tablet:
4 CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS
Serious Skin Rashes [see Boxed Warning]
5.2 Hemophagocytic Lymphohistiocytosis
53 Multiorgan Hypersensitivity Reactions and Organ Failure
5.4 Blood Dyscrasias
5.5 Suicidal Behavior and Ideation

5.8 Concomitant Use with Oral Contraceptives
59 Withdrawal Seizures
5.10 Status Epilepticus
5.1 Sudden Unexplained Death in Epilepsy (SUDEP)
5.12 Addition of SUBVENITE to a Multidrug Regimen that Includes Valproate
5.13 Binding in the Eye and Other Melanin-Containing Tissues
5.14 Laboratory Tests
6 ADVERSE REACTIONS
6.1 Clinical Trial Experience
6.2 Other Adverse Adverse Reactions Observed in All Clirical Trials
6.3 Postmarketing E:
7 DRUG INTERACTIONS
8 USE IN SPECIFIC POPULATIONS
8.1 Pregrancy
8.2 Lactation
8.4 Pediatiic Use
8.6 Hepaic Impairment
8.7 Renal Impairment
10 OVERDOSAGE
10.1 Human Overdase Experierce

12 CLINICAL PHARMACOLOGY
12.1 Mechanismof Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, lmpairment of Ferdlity
14 CLINICAL STUDIES
14.1 Epilepsy
14.2 Bipolar Disorder
16 HOW SUPPLIED/STORAGE AND HANDLING
* Sections or subsections omited from the full pescribing information are not ited.

FULL PRESCRIBING INFORMATION

WARNING: SERIOUS SKIN RASHES

SUBVENITE ™ can cause serious rashes requiring hospitalization and dis continuation of
treatment. The incidence of these rashes, which have included Stevens-Johnson syndrome,
is approximately 0.3% 10 0.8% in pediatric patients (aged 2 o 17 years) and 0.08% t0 0.3%
inadults receiving SUBVENITE, One ashe elted death was repored ina spros pectively
followed cohort of 1,983 pediatric patients (aged 2 to 16 years) with epile

{aking SUBVENITE a5 adjuneiive therapy.In worlduide pos marketing experience, are
cases of toxic epidermal necrolysis and/or rash-related death have been reported in adult
and pediatric patients, but their numbers are too few to permit a precise estimate of the

Other than age, there are as yet no factors identified that are known to predict the risk of
occurrence or the severity of rash caused by SUBVENITE. There are suggestions, yet to
e proven, thatthe risk of rash may also be increased by (1) coadinis tration

of SUBVENITE ncludes valproic sodium), 2)
exceeding the recommended inial dose of sUBvENrrE or (3) exceeding the
Tecommendod dose escalation for SUBVENITE. However, cases have occurred i the
absence of these factors.

Nearly all cases of lfe-threatening rashes caused by SUBVENITE have occurred within 2 to
8 weeks of treatment initiation. However, isolated cases have occurred after prolonged
treatment (e.g., 6 months). Accordingly, duration of therapy cannot be relied upon as
means to predict the potential risk heralded by the first appearance of a rash.
Although benign rashes are also caused by SUBVENITE, itis not possible to predict
reliably which rashes will prove to be serious or life th 2. Accordingly,SUBVENITE
should ordinarily be discontinued at the first sign of rash, unless the rash is clearly not drug
related. Discontinuation of treatment may not prevent a rash from becoming life threatening
P disabling or disfiguring [see Warnir Precautions (5.1)] .

1INDICATIONS AND USAGE
1.1 Epilepsy
Adjunctive Therapy
SUBVENITE is indicated as adjunctive therapy for the following seizure types in patients aged 2 years
and older:
o partial-onset seizures
primary generalized tonic-clonic (PGTC) seizures.
o generalized seizures of Lemox-Gastaut syndrome.

SUBVENITE is indicated for conversion o monotherapy in adults (aged 16 years and older) with
partial-onset seizures who are receiving treatment with carbamazepine, phenytoin, phenobarbital,



primidone, or valproate as the single antiepileptic drug (AED),
Safety and effectiveness of SUBVENITE have not been established (1) as initial monotherapy; (2) for
conversion to monotherapy from AEDS other than carbamazepine, phenytoin, phenobarbital, primidone,
or valproate; or (3) for simultaneous conversion to monotherapy from 2 or more concomitant AEDs.

1.2 Bipolar Disorder
SUBVENITE s idictedfor he merance et of biola L disorder (o delay e ime 1o
occurrence of mood episodes (depression, ma i, mixed episodes) in patients treated for
et oo episudes with standard herapy 5e0 il Stucies ( 14.)]

Limitatiors of Use

Treatment of acute manic or mixed episodes is not recommended. Effectiveness of SUBVENITE in the
acute reatment of mood episodes has not been established.

2DOSAGE AND ADMINISTRATION

2.1 General Dosing Considerations
Rash

There are suggestions, yet to be proven, that the risk of severe, potenially life-threatening rash may be
increased by (1) coadministration of SUBVENITE with valproate, (2) exceeding the recommended
initial dose of SUBVENITE, or (3) exceeding the recommended dose escalation for SUBVENITE.
However, cases have occurred inthe absence of these factors [see Boxed Warning]. Therefore, it is
important that the dosing recommendations be followed closely.

“The risk of nonserious rash may be increased when the recommended initial dose and/or the rate of
dose escalation for SUBVENITE s exceeded and in patients with a history of allergy or rash to other

SUBVENITE Starter Kits provide SUBVENITE at doses corsistent with the recommended tiration
schedule fm the fst el of eatnent,based upon conconitant nedicationsforpatens wih

12 years) and bipolar and are intended (o help reduce the
potental for rash. The use of SUBVENITE Starer Kifs is recommended for appropriate patiens who
are starting o restarting SUBVENITE [see How Supplied/Storage and Handling (16)]

Itis recommended that SUBVENITE not be restarted in patients who discontinued due to rash
associated with prior reatmen with lamorigine unless the porential benefits clearly outweigh the risks
I the decision is made to restart a patient who has discontinued SUBVENITE, the need to restart with
the inital dosing recommendations should be assessed. The greater the interval of time since the
previous dose, the greater consideration should be given to restarting with the iniial dosi
recommendations. If a patient has discontinued lamotigine for a period of more than 5 half-lives, itis
recommended that initial dosing recommendations and guidelines be followed. The half-life of
lamotrigine is affected by other tant medications [see Clinical

UBVENITE Added to Drugs Known to Induce or Inhibit

Because lamouigine s netbolized predominay by glucuronic sed conjugation drugs hatare loown
6 i o i lucuroridaion sy afecthe zppare)lclezrance oflanouigie. Drugs hat e

containing oral contraceptives, and the prulza;e ks Auplmvn/nlumvlr it
Valproate inhibits glucuronidation. For dosing considerations for SUBVENITE in patiens on estrogen-
containing contracepives and atazanavir/ritonavir, see below and Table 13. For dosing considerations
for SUBVENITE in patients on other drugs known o induce or inhibit glucuronidation, see Tables 1,2,
56,and 13,

Target Plasia Levels for Patienss with Epilepsy or Bipolar Disorder

A therapeutic plasma concentration range has not been established for lamotrigine. Dosing

of SUBVENITE should be based on therapeutic response [see Clinical Pharmacology (12.3)l

Wormen Taking Estrogen-Conlaining Oral Contracepiives

Startng SUBVENITE in Woren Tking Esoger Contining Or Convaceptves: Altough esrogen-
containing oral lamotrigine [see Clinical
Prarmaclony (139 m st

should be necessary solely based on the use of estrogen-containing oral conraceptives. Therefore,
dose escalation should foilow the recommended guidelines for initiating adjunctive therapy

with SUBVENITE bsed on the concomitant AED or other concomitant medicatios (see Tables 1,5,
and 7). See below for adjustments to maintenance doses of SUBVENITE in women taking esiroger-
conaining oral contracepives.

the Maintenance in Women Taking E:

o
Contraceprives:
(1) Taking Estrogen-Containing Oral Contraceptives: In women not aking carbamazepine, phenytoin,
phemobarial,prividone, o othe drugs such g ifanpinan h proteas ihibitorslopnaviionayi
and 1

Containing Oral

e lamotrigine Drug Clinical
Pharmacology (12.3)) ,the maimenance dose of SUBVENITE willin most cases need to be increased by
as much as 2-fold over the lose to lamotrigine
plasma level.

(2) Starting Estrogen-Containing Oral Contraceptives: In women taking a stable dose of SUBVENITE and
ottaking cabarmaepio, henyoi,phetobbil primidooe r ot dugssuch s rifainadde
protease inhi hat induce lamotrigg
fsee Drug neracion ), Clincl Pharmacology 123, he e dose Wil oot cases med
o be increased by as much as 2-fold to mainaina consistent lamotrigine plasma level. The dos
increases should begint e seme i e ar Convacepiive is ntoduced and conime, hesed on
clinical response, no more rapidly than 50 to 100 mg/day every week Dose increases should not
exceed the recommended rate (see Tables 1 and 5) unless lamotrigine plasma levels or clinical resporse
support larger increases. Gradual transient increases in lamotrigine plasma levels may occur during the
week of inactive hormonal preparation (pill-free week), and these increases will be greater if dose
increases are made in the days before or during the week of inactive hormonal preparation. Increased
lamotrigine plasma levels could result in additional adverse reactions, such as dizziness, ataxia, and
diplopia. If adverse reactions attributable to SUBVENITE consistently occur during the pill-free week,
dose adjustments to the overall maintenance dose may be necessary. Dose adjustments limited to the pill-
free weekare not recommended. For women taking SUBVENITE in additionto carbamzepine,
pherytoin,phenobarbial,prinidone, o oherdrugssuch s rfanpinand the proease nibtrs
igine rug Interactions
(7). Clinical Pharmacology (12.3)], no adjustmen to the dose of SUBVENITE oua e necessary.
(3) Stopping Estrogen-Cc phenyt
phialucbial pinidons or oer drogs ulch = rfanpinand the protase inibitors opinitoevis
amotrig) Dn Clinical
Phannacalogy (125 he maimenance dose of SUBVENITE it o med b ducrased
a5 50% in order to maintaina consistent lamotrigine plasma level. The decrease indose
of SUBVENITE Shoukd ot exceed 5% o o ol daily dose per week over a 2-week period, unless
clinical response o lamourigine plasma levels indicate otherwise [see Clinical Pharmacology (12.3)] . Tn
women aking SUBVENITE in addition (o carbamazepine, phenytoin, phenobarbita, primidone, or other
drugs such.s dfmopinand e pose Cekiitors lopnaviltonavi andatsanavir ionavr ht e
lamotrigi Clinical (1231, m0 adjustment 0
e doss o1 SUBVENITE shoutd e cessary
‘Women and Other Hormonal Contracepive Preparations or Hormone Replacement Therapy.
The efectof otherhormonal conaceptive preparations or hormone eplacererteray on e
of lamotrigine has
ethinylestradiol, not progestogens, increased the clearance of lam ool e
rogestmonly pils had o lfect omamouigine plasr evels. Therclore, adjmens (o e dosage
of SUBVENITE in the presence of progestogens alone will likely not be needed.
Patients Taking Atazaavir/Ritonavir
While atazanavirritonavir does reduce the lamot lasma concentration, no adjustmens (o the
recommended dose-escalation guidelines for SUBVENITE should be necessary solely based on the
use of ose ‘guidelines for initiating
adjuncive therapy with SUBVENITE based
“Tables 1,2, and 5). In patients already taking mairtenance doses of SUBVENITE and not takin
glucuronidation inducers, the dose of SUBVENITE may need o be increased if atazanaviriritonavir is
added, or decreased if atazanavir ritonavir is discontinued (see Glinical Pharmacology (12.3)]
‘Batients with Hepatie lpairmen
Experience in patients with hepatic impairment is limited. Based ona clinical pharmacology study in 24
subjects with mild, moderate, and severe liver impairment [see Use in Specific Populations (8.6), Clinical
Pharmacology (12.3)), the following general recommendations can be made. No dosage adjustment is
needed in patients with mild liver impairment. Inital, escalation, and maintenance doses should generally
be reduced by sppordcately 25% n p.mm with moderate and severe liver impairment without ascites
% in patients with severe ascites, doses may be
iusted according o clincal resporse.
Patients with Renal Impairment
Iitial doses of SUBVENITE should be based on patients’ concomitant medications (see Tables 1-3, and
5); reduced maintenance doses may be effective for patients with significant renal impairment [see Use in
Specific Populations (8.7), Clinical Pharmacology (12.3)]. Few patients with severe renal impairment
have been evaluated during chronic treatment with SUBVENITE. Because there is inadequate
experience inthis population, SUBVENITE should be used with caution in these patients.
Discontin

Epilepsy: For patients receiving SUBVENITE in combination with other AEDs, a re-evaluation of all
AEDS inthe regimen should be considered if a change in seizure control or an appearance or
worsening of adverse reactions is observed.

If a decision is made to discontinue therapy with SUBVENITE, a step-wise reduction of dose over at
least 2 weeks (approximately 50% per week) is recommended unless safety concers require a more
rapid withdrawal [see Warnings and Precautions (5.9)1.

Discontinuing carbamazepine, phenytoin, phenobarbital, primidone, or other drugs such as rifampin and
the protease inhibitors lopiravirritonavir and atazanavir/itonavir that induce lamotrigine
glucuronidation should prolong the half-life of lamotigine; discontinuing valproate should shortenthe
half-life of lamotrigine.

Bipolar Disorder: Inthe controlled cliical wials, there was o increase in the incidence, type, or
severity of adverse reactions following abrupt termination of SUBVENITE. In he clinical development
program in adults with bipolar disorder, 2 patients experienced seizures shortly after abrupt withdrawal
of SUBVENITE. Discontinuation of SUBVENITE should imvolve a step-wise reduction of dose over
at least 2 weeks (approximately 50% per week) unless safety concerns require a more rapid withdrawal
[see Warnings and Precautions ( 5.9)]

2.2 Epilepsy-Adjunctive Therapy
‘This section provides specific dosing recommendations for patients older than 12 years and patients
aged 210 12 years. Within each of these age-groups, specific dosing recommendations are provided
depending AEDS or other “Table 1 for patients older
than 12 years and Table 2 for patients aged 2 to 12 years). A weight-based dusuvg ‘guide for patients

aged 210 12 years on concomitant valproae s provided in Table 3.

Patients Older than 12 Ye

Recommended dosing guidelines are summerized in Table 1

In Patients TAKING Valproate *
25 mg every other day
25 mg every day
Increase by 2510
50 mg/day every 1to

Weeks 1 and 2
Weeks 3and 4
Week 5 onward o maintenance

Table 1.

Escalation Regimen for SUBVENITE in Patients Older than 12 Years with Epilepsy

weeks.
Usual 100 t0 200 mg/day with valproate alone100 to 400 mg/day with valproate andother drugs that induce glucuronidation(in 1 or 2 divided doses)

maintenance
dose

3 Valproate has been shown to and decrease the

lamougine fse D Incrctions (7, ClicalPharmacloy (12

® Drugs that induce clarnce oter ha e pecl drugs,
‘Dosage and ;

In Patients NOT T.

Phenytoin,
b, or Valproate *
25 mg every day
50 mg/day
Increase by 50 mg/day every 1 to 2 weeks.

225 t0 375 mg/day(in 2 divided doses)

Patients TAKING C;

ine, Phenytoin,
band NOT TAKING Valproate &

50 mg/day
100 mg/day(in 2 divided doses)

Increase by
100 mg/day every 110 2 weeks.

300 to 500 mg/day(in 2 divided doses)

iampn,and e procase ks
drugs that induce

sing for and the protease.

), and Clinical

D). Patients on  he prot
Patients Aged 2 10 12 Years
Recommended dosing guidelines are summerized in Table 2.
Lower starting doses and slower dose escalations than those used in clinical ials are recommended
because of the suggestion that the risk of rash may be decreased by lower starting doses and slower
dose escalations. Therefore, maintenance doses will take longer to reach in clinical practice thanin
clinical trials. It may take several weeks to months (0 achieve an individualized maintenance dose
Maintenance doses in patients weighing less than 30 kg, regardless of age or concomitant AED, may
need to be increased as much as 50%, based on clinical response.
The smallest available strengh of SUBVENITE is 25 mg, and only whole tbles should be
administered. If the calculated dose cannot be achieved using whole tablets, the dose should be rounded
jown o the nearest whole tablet [see How and Handling ( 16) and

ol e same dosn.

‘Table 2. Escalation Regimen for SUBVENITE in Patients Aged 2 to 12 Years with Epilepsy

In Patients TAKING Valproate * In Patients NOT TAKING Carbamazepine, Phenytoin, Phenobarbital, Primidone In Patients T-
b, or Valproate *

Weeks 1and 2 0.15 mg/kg/day in 1 or 2 divided

doses, rounde

0.3 mg/kg/day in 1 or 2 divided
doses, rounded down

st nreane e e Donige

1), Drug I

i nytoin, or Primidone
band NOT TAKING Valproate *
0.6 mg/kg/day in 2 divided doscs,

‘rounded down to the

Il

be found in G

1D

Considerations [see



down o the nearest o the nearest whole nearest whole tablet
whole tablet (see ablet

‘Table 3 for weight-

based dosing guide)

Weeks 3and 4 0.3 mg/kg/day in 1 or 2 divided 0.6 mg/kg/day in 2 divided doses, 1.2 mg/kg/day in2 divided doses,
doses, rounded rounded down o the ‘rounded down to the
downo the nearest nearest whole tablet nearest whole tablet

whole tablet (see
Table 3 for weight-
based dosing guide)

Week 5 onward to maintenance The dose should be The dose should be increased every 1 o The dose should be increased every 1 to
increased every 1 to 2 weels as follows: calculate 2 weeks as follows: calculate
2 weeks as follows: 0.6 mg/kg/day, round 1.2 mg/kg/day, round
calculate 0.3 mg/kg/day, this amount down to this amount down to
round this amount the nearest whole the nearest whole
down o the nearest tablet, and add this tablet, and add this
whole tablet, and amount 10 the amount 10 the
add this amount to previously previously
the previously administered daily administered daily
administered daily dose, dose.
Usual Maintenance 110 5 mg/kg/day (maximum 4.5 t0 7.5 mg/kg/day (maximum 300 5 to 15 mg/kg/day (maximum 400
Dose 200 mg/day in 1 or 2 mg/day in2 divided mg/day in 2 divided
divided doses) doses)
1t0 3 mg/kg/day with valproate alone
May need o be May need 0 be May need to be
increased by as increased by as much increased by as much
much as 50%, base %, based on a5 50%, based on
Maintenance dose in patients less than 30 kg onclinical response. Chnies response. clinical response.
Note: Only whole tablets should be used for dosing.
2 Valproate has been shown to inhi and decrease the o e Dug s 7, Gl harnicly (123,
© Drug hat nduce marighe hcuroniation and inrease claranc,oie han the I nchude iampn and he protcase ks Dosing
Contacepes and e e tar sgsanoiionac con b found 1 Cererl Dosng Conetons | Isee Dvsaqe and Adminisaion (1) Paens onsiampinandthe roease nhiio follow the same cdosing,
rugs that induce o oerease coarance [se ). Clnical 3l

‘Table 3. The Initial Weight-Based Dosing Guide for Patients Aged 2 to 12 Years Taking Valproate
(Weeks 110 4) with Epilepsy
e i daly dose, usiog the st apprapeitscomabioaton o bsatigee -
16 the patient's weightis  and 5-mg tabl

Greater than And less than wesia 1 and 2 Weeks 3 and 4
6 2mg every other day 2 mg every day
ik 27k 2 mg every day 4 mg every day
271k kg 4 mg every day 8 mg every day
3lkg  40kg 5 mg every day 10 mg every day

Usual Adjunctive Maintenance Dose for Epilepsy

e usual mierance doses denifed n Tables | and 2 ar derved tom dosingreginers enployed in
th placebo-contolled adjuncive wials inwhich e efficaey of SUBVENITE was caablished |

ptiets receiving mulidrug regmens employing carbarasebie, pheryoin, phenbarbicl,or primicore
Uithout valroate, maienante doses of adnctive SUBVENTTE o high s 700 mdy hve becn

used. In patients receiving valproate alone, maintenance doses of adjunctive SUBVENITE as high as
200 mg/day have been used. The advaniage of using doses above those recommended in Tables 1t 4
has not been established in controlled trials.

2.3 Epilepsy-Conversion from Adjunctive Therapy to Monotherapy
The goal of the ransition regimen i to attempt to maintain seizure control while mitigating the risk of
serious rash associated with the rapid tiration of SUBVENITE.

The reconmeded nsinenance dos of SUBVENITE as monotheapy is 500 mgday given'n2 dividd

d risk of rash, the nitial dose and dose escalations

o SUEVENTTS shou oo b enceeden [see Boxed Warning].

Conversion from Adjunctive Therapy with Carbamazepine, Phenytoin, Phenobarbial, or Priidone o

Montherapy with SUBVENITE

After achieving a dose of 500 mg/day of SUBVENITE using the guidelines inTable 1, the concomitant
cing AED should be withdrawn by 20% decrements each week over a 4-week period. The

regimen for the withdrawal of the concomitant AED is based on experience gained in the controlled

monotherapy clinical trial.

e 0 Therapy with Valproate to Monotherapy with SUBVENITE

“The conversion regimen involves the 4 steps outlined in Table 4.

‘Table 4. Conversion from Adjunctive Therapy with Valproate to Monotherapy with SUBVENITE in Patients Aged 16 Years and Older with Epilepsy

SUBVENITE Valproate
Step 1 Achieve a dose of 200 mg/day according (o guidelines inTable 1. Maintain established stable dose.

Step 2 Maintain at 200 mg/day. Decrease dose by decrements o greater than 500 mg/dayweek to 500 mg/day and then maintain for 1 week.
Step 3Increase to 300 mg/day and maintain for 1 week. Simulianeously decrease (o

250 mgday and maintain for 1 week
Step 4 lncrease by 100 mg/day every week to achieve maintenance dose of 500 mg/day. Discontinue.

o g Therapy with Antiepileptic Drugs other than Carbamazepine, Phenyioin,
Phenobarbital, Primidone. or Valproate to Monotherapy with SUBVENITE

No specific dosing guidelines can be provided for conversion to monotherapy with SUBVENITE with
AEDS other than carbamaze pine, phenytoin, phenobarbital, primidone, or valproate.

2.4 Bipolar Disorder

he goalof mimenace reatment with SUBVENITE s t delay e i 0 occurence of mood
episodes (depression, mania, hyporma in patienss reated for acute

it saard hrapy Looe Tdicatons and Unage (1)

Patients taking SUBVENITE for more than 16 weeks should be periodically reassessed to determine
the need for maintenance treatment.

Adulis

The trget dose of SUBVENITE is 200 mg/day (100 mg/day in patients taking valproate, which
decreases the apparent clearance of lamotrigine, and 400 mg/day in patients not taking valproate and
taing ethr canbamepine, penyton, pherobarbial, rinidone, o othe drug sucha ifampinand
the protease inhibitor that increase the motigie) Inthe
clinical rials, doses up to 400 mg/day as monotherapy were evaluated; hnwever o additional benefit
wasseen ot 400 mday compared with 200 e [oce Clnical Sudios (1421 Accordingl, doses
above 200 mg/day are not recommended

vestment i SUBVENITE Is faroduced,based on coneumes sdicatons, ccording i i segioen
outlined in Table 5. If ‘medications are stabilization, the dose
of SUBVENITE should be adjusted.Inptens disconiuing vlproate, the dose of SUBVENITE
should be doubled over a 2-week period in equal weeKly increments (see Table 6). In patiens
discontinuing carbamazepine, phenytoin, phenobarbital, primidone, or other drugs suchas rifampin and
the protease ihibiorsIopnayionavir and aazavic o Ut nduce oot
glucuronidation, the dose of SUBVENITE should « trstweck and
decreased by half over a 2- weekpermdmequal weely corenens (see Table 6). The dose of
SUBVENITE may then be further adjusted o the target dose (200 mg) as clinically indicated.
If other drugs are subsequenly inroduced, the dose of SUBVENITE may need (o be adjusted. In
ticular, the introduction of valproate requires reduction inthe dose of SUBVENITE [see Drug
Interactions ( 7). Clinical Pharmacology (12.3)].

To avoid driskof rash, the tal dose
of SUBVENITE should not be exceeded [see Boxed Warning].

Table 5. Escalation Regimen for SUBVENITE in Adults with Bipolar Disorder

In Patients TAKING Valproate In Patients NOT T. ine, Phenytoin, i Patents TAKING Carbamarepine, Phenytoin, Phenobarbital, or Primidone
, or Valproate * band NOT TAKING Valproate *
Weeks 1.and 225 mg every other day 25 mg aily 50 mg daily
Weeks 3 and 425 mg daily 50 mg daily 100 mg daily, in divided doses
WeekS 50 mg daily 100 mg daily 200 mg daily, individed doses
Week6 100 mg daily 200 mg daily 300 mg daily, in divided doses
Week7 100 mg daily 200 mg daily up 0 400 mg daily, individed doses
@ Valproate has been shown to inhibit ghicuronilation and decrease the apparent clearaneof kimoigine[see Drug Interactions (7), Clnical Pharmacology (12.3)1.
¥ Drugs that induce amoigine glcuroniation and increase clearance, other than the feptic drugs, include sitampin, and e proesse nhiorsopnavistionai and stszanasirionavi
sing be found n Considrations [sce Dosageand Adminsaion (2.1). Ptes onrampnand the proease i
lopinaviitonavi shouk follw the same dosing regimen used with antipiepic drugs that induce  increase clearance [sce Drug ) Clical Pharmacology
(123)]
‘Table 6. Dosage Adjustments to SUBVENITE in Adults with Bipolar Disorder Following Dis continuation of Psychotropic Medications
Discontinuation of Psychotropic Drugs (excluding Valproate After Discontinuation of C: ine, Phenytoin, ital, or Primidone
2,Carbamazepine, Phenytoin, Phenobarbital, or Primidone ) After Discontinuation of Valproate & b
Current Dose of Lamotrigine (mg/day)100 Current Dose of Lamotrigine (mg/day)300
Week1 Mainain current dose of SUBVENITE 150 400
Week2 Mainiain current dose of SUBVENITE 200 300
Week3 o Maintain current dose of SUBVENITE 200 200
Naproate b e shovnto e ghcurondaion and decrease he apparentcearance of motgine [se Drug Ineracions (7). Clncal Pharmacoboy (123
¥ Drugs that induce lamorigine ghicuronation and increase clearance, other crugs, inchude ifampin, and the protease ihibiors lopinavir ionavie and
Dosi for and the protease nhbilor aazanavirrkonavie can be found b General Dosing Consilerations (see Dosage and Administraion (2.1)). Patients on ifampin and the
protease ihivior opinavirrionavir should follow the same dosing reimen used with antiepikpic drugs tha induce dincrease clearance fsce Dosage and Adminisiration (2.1), Drug Interactons (7),

Clinical Pharmacology (12.3)]

3 DOSAGE FORMS AND STRENGTHS
3.1 Tablets

25 mg, White 10 off white, round shape, fla face beveled edge, uncoated tablets debossed with "2L" on
one side and break line on other side.

100 mg, White 1 off white, oun shape, lt ace beveled edge, ucoated ublets debossed with
“10LA" on one side and breakline on other

150 mg, White 10 off white, round shape, flat face beveled edge, uncoated tablets debossed with
“15LA" on one side and break line on other side.

200 mg, White 10 off white, round shape, flat face beveled edge, uncoated tablets debossed with
"20LA" on one side and breakline on other side

4 CONTRAINDICATIONS

SUBVENITE is contraindicated in patients who have demonstrated hypersensitivi
angioedem, acute urticaria, extensive pruritus, mucosal ulceration) to the drug or its mg.ed.em Isee
Boxed Warning, Warnings and Precautions (5.1, 5.3)] .

5 WARNINGS AND PRECAUTIONS
Serious Skin Rashes [see Boxed Warning]
Pediaic Population

“The incidence of serious rash SUBVENITE ina
rospectively lollowed cohortof pedlalnc pauems @ged200 T yeas)is zppmxm\amly 0.3% 10 0.8%.
was reported in 83 pediatric patients

(age-l 116 vears) with epilepey aking SUBVENITE o adjnctve mmpy Ad-lmulu“y there have
been rare cases of toxic epidermal necrolysis with and without permanent sequelae and/or death in US
and foreign postmarketing experience.

There i vidence ts e nclsfonal vlposts i g seglen fcrsases e iskof serious,
potentially life-threatening rash in pediatric patient. In pediatric patients who used valp

Concomnly for eplepay, 129 (6 of 463)Cxperienced asrious raoh compaed with 0,69 (6 of 552
patients not taking valproate.

‘Adult Population

Serious rash associated with hospitalization and discontinuation of SUBVENITE occurred in0.3% (11
of 3,348) of adult patienis who received SUBVENITE in premarketing clinical tials of epilepsy. Inthe
bipolar and other mood disorders clinical trials, the rate of serious rash was 0.08% (1 of 1,233) of adult
patients who received SUBVENITE as initial monotherapy and 0.13% (2 of 1,538) of adult patients who
received SUBVENITE as adjunctive therapy. No fatalities occurred among these individuals. However,
inworldwide postmarketing experience, rare cases of rash-related death have been reported, but their
numbers are (00 few 1o permit a precise estimate of the rate.

Among the rashes leading to hospitalization were Stevens-Johnson syndrome, toxic epidermal
necrolysis, angioedema, and those associated with multiorgan hypersensitivity [see Warnings and
Precautions (5.3)

There is evidence that the inclusion of valproate in a multidrug regimen increases the risk of serious,
potentally life-threatening rash in adults. Specifically, of 584 patients administered SUBVENITE with

for oral
regimen used



valproate in epilepsy clinical trials, 6 (1%) were hospialized inassociation with rash; in conmrast, 4
(0.16%) of 2,398 clinical trial patients and volunteers administered SUBVENITE in the absence of
valproate were hospitalized

‘Patients with History of Allergy or Rash to Other Antiepileptic Drugs.

“The risk of nonserious rash may be increased when the recommended initial dose and/or the rate of
dose escalation for SUBVENITE is exceeded and in patients with a history of allergy or rash to other

5.2 Hemophagocytic Lymphohistiocytosis
Hemophagocytic Iymphohistiocytosis (HILH) has occurred in pediatric and adult patients taking
BUBVENITE for various indications. HLH I  ife-treaening syndrone of pathologic inmine
ctivation characterized by clinical signs and symptoms of extreme systemic inflammtion. Itis
ocated withhgh morily rates i ot reco s arly and ot Common fndings nclde fevr,
hepatosplenomegaly, rash, lymphadenopathy, neurologic symptoms, cytopenias, high serum ferritin, and
iver function and coagulation abnormalities. n cases of HLH reported with SUBVENITE,
avepresented with signs of systeic inflammaion ever, ash, heptosplemomegaly, ax organsysiem
B have (0 occur within8 to 24 days

ﬂllnwmg the initiation of treatment. Patients who develop early manifestations of pathologic immune
fctivation should be evaluated immediately, and a diagnosis of HLH should be considered
[SUBVENITE should be discontinued if an alternative etiology for the signs or symptoms cannot be
stablished.

5.3 Mulblorgan Hypersensiiviy Reactons and Organ Faikure

symptoms (DRESS), have occurred i SUBVENTTE. o wove een o iite lhmlcmﬂg
h

often present. This disorder s variable in ts expression, and other organ systems not noted here may be
involve:

Fatalities associated with acute multiorgan failure and various degrees of hepatic failure have been
reported n2 of 3796 adalt patlens nd 4 of 2435 pediaic patets wloreceived SUBVENITE in
cplleey clical was. Rar fualtes have also

Isolated liver failure without rash or involvement of other organs has also been reported with
SUBVENITE.

Itis important (o note that early g
presenteven tnough a rash s ot evidee. I such sl or symploms sre preses he patietshodld be
evaluated immediately. SUBVENITE should be discontinued if an altermative etiology for the signs or
symptoms camnot be established

Prior o ritiation o treament with :uavmws the patiet should be istructed thta ashof other
signs or symptoms of ever, h medical
ven e e Should 2port ay Such oceurrence 1 4 ealheare pmvldn immediately.

5.4 Blood Dyscrasias
There have been reports of blood dyscrasias that may o may not be associated with multiorgan
hypersersitivity (also known as DRESS) [ see Warnings and Precautions (5.3)l. These have included
neutropenia, leukopenia, anemia, thrombocytoperia, pancytopenia, and, rarely, aplastic anermia and pure
red cell aplasia.

5.5 Suicidal Behavior and Ideation

ABDs nludlng SUBVENITE, irereme the isko sicldl tonghus ot behavio ipatens
these drugs for any indication. Patiens treated with any AED for d be monitored for
ne emergonce of warsening of depression, suicidal Goughts o evavior andor any unisual changes
inmood or behavior.

led analyses of 199 nd adj rapy) of 11
ifferent AEDs showed that patients Tandomsed ot he AEDS bt approximately e e ik
(adjusted Relative Risk 1.8, 95% CI:1.2, 2.7) of suicidal thinking or behavior compared with patients
randomized o placebo. In these wials, which had a median reament duration of 12 weeks, the estimated
incidence of suicidal behavior or ideation among 27,863 AED-treated patients was 0.43%, compared
it 02495 among 16,029 placebo-treatd paters,representing aniicicase of approsiniely | case of
suicidal thinking or behavior for every 530 patients treated. There were 4 suicides in drug-tre
patess I il o e placebretied paiets, buthe s ofeverss 1 sl o o dllow
any conclusion about drug effect on sui
The increased risk of suicidal thoughts or behavior with AEDs was observed as early as 1 weekafter
starting EDs and persisted for Because most trials
included in the analysis did not extend beyond 24 weels, the risk of suicidal thoughts or behavior
beyond 24 weeks could not be assesse
The risk of suicidal thoughts or behavior was generally consistent among drugs in the data analyzed.
The finding of increased risk with AEDs of varying mechanism of action and across a range of
indications suggests that the risk applies to all AEDs used for any indication. The risk did ot vary
substantially by age (5 to 100 years) in the clinical trials analyzed.
Table 7 shows absolute and relative risk by indication for all evaluated AEDs.

Table 7. Risk by Indication for Antiepileptic Drugs in the Pooled Analysis.

Indication Placebo Patientswith Events per 1,000 Patients Drug Patients with Events per 1,000 Patients Relative Risk: Incidence of Events in Drug Patients/Incidence in Placebo Patients Risk Difference: Additional Drug Patients with Events per 1,000 Patients
10 34 24

Epilepsy

Psychiatric 57 85 15
Other 10 18 19
Total 24 43 18

The relative risk for suicidal thoughts or behavior was higher in clinical tials for epilepsy than in
clinical wials for psychiatric or other conditions, but the absolure risk differences were similar for the
epilepsy and psychiatic indicatiors.

Anyone considering prescribing SUBVENITE or any other AED must balance the risk of suicidal
thoughts or behavior with the risk of untreated illness. Epilepsy and many other illnesses for which
AEDS are prescribed are themselves associated with morbidity and mortlity and an increased risk of
suicidal thoughts and behavior. Should suicidal thoughts and behavior emerge during treatment, the
prescriber needs (o consider whether the emergence of these symptoms in any given patient may be
related (0 the illness being treated.

Patients, their caregivers, and families should be informed that AEDs increase the risk of suicidal
thoughts and behavior and should be advised of the need to be alert for the emergence or worsening of
ihe signs nd sympioms of depression,any unsual changes inmood o behavior, the emergence of
suicidal thoughts or suicidal behavior, or th Behaviors of

reported immediately to healthcare providers.

5.6 Aseptic Meningitis
Therapy with SUBVENITE increases the risk of developing aseptic meningitis. Because of the
potential for serious outcomes of untreated meningitis due to other causes, patients should also be
evaluated for other causes of meningitis and treated as appropriate
Postmarketing cases of aseptic meningitis have been reported in pediatric and adul patienis
taking SUBVENITE for various indications. Symptoms upon preseniation have included headache,
fever, nausea, vomiting, and nuchal igidity. Rash, photophobia, myalgia, chills, altered consciousess,
and sommolence were aiso noted in some cases. Symptoms have been reported to occur within I day to
one and a half months following the initiation of reatment. In most cases, symptoms were reported to
resolve after discontinuation of SUBVENITE, Re-exposure resulted ina rapid return of symptoms
(fromwithin 30 minutes to 1 day following re-initation of treatmen) that were frequently more severe.
Some of the patients treated with SUBVENITE who developed asepiic meningitis had underlying
diagnoses of systemic lupus erythematosus or other autoimmune diseases,
Cerebrospinal fluid (CSF) analyzed at the time of clinical presentation in reported cases was
characterized by a mild to moderate pleocytosis, normal glucose levels, and mild to moderate increase
in protein. CSF white blood cell count differentals showed a predominance of neutrophils ina majority
of th cses, tbough  predamimance of lympbocytes vas epored inspproximmisly oe dirdof e

ome patients also had new onset of signs and symptoms of involvement of other organs
(pmdumumlly hepatic andrena ivolvermen), which may suggest tht i these cases the asepic

d was partof a reaction [see Warnings and P

5.7 Potential Medication Errors
Medication errors involving SUBVENITE have occurred. In particular, the rame SUBVENITE canbe
confused with the names of other commonly used medications. Medication errors may also occu
betweenthe different formulations of SUBVENITE. To reduce the potential of medication errors, write
and say lamotrigine clearly. Depictions of the SUBVENITE can be found in the Medication Guide that
accompanies the product o highlight the distinctive markings, colors, and shapes that serve to identify
the different presenttions of the drug and thus may help reduce the risk of medication errors. To avoid
the medication error of using the wrong drug or formulation, patients should be strongly advised to
visually inspect their tablets to verify that they are SUBVENITE, as well as the correct formulation of
SUBVENITE, each time they fill their prescription.

5.8 Concomitant Use with Oral Contraceptives

oral have decrease of
lamotrigine [see Clinical Pharmacology ( 12.3)] . Dosage adjustments will be necessary inmost patients

startor stop estrogen-containing oral contraceptives while taking SUBVENITE. [see Dosage and

Administration (2.1)] . During the week of inactive hormone preparation (pill-free week) of oral
contracepiive therapy, plasma lamoirigine levels are expected to rise, as much as doubling at the end of
the week. Adverse reactions consistent with elevated levels of lamoirigine, such as 55, ataxia,
and diplopia, could occur.

5.9 Withdrawal Seizures
As with other AEDs, SUBVENITE should not be abruptly discontinued. In patiens with epilepsy there
is a possibility of increasing seizure frequency. In clinical trials inadults with bipolar disorder, 2
patients experienced seizures shortly after abrupt withdrawal of SUBVENITE. Unless safety concerns
require a more rapid withdrawal, the dose of SUBVENITE should be tapered over a period of at least 2
weeks (approximately 50% reduction per week) [see Dosage and Administration ( 2.1)]

5.10 Status Epilepticus

of the incidence of patiens treated with
SUBVENITE are difficult to obtain because reporters partici n clinical trials did notall employ
identical rules for identifying cases. Ataminimum, 7 of 2,343 adult patients had episodes that could
nequivocslly be descibed s siauseplepticus. Inaddiion a mmber of reports of vriably defined
episodes of seizure seizure clusters, seizure

5.11 Sudden Unexplained Death in Epilepsy (SUDEP)

During the premarketing development of SUBVENITE, 20 sudden and unexplained deaths were
recorded among a cohort of 4,700 patients with epilepsy (5,747 patient-years of exposure).

Some of these could represent seizure-related deaths in which the seizure was not observed, e.g., at
pigh This represetsanincidence of 0.0035 deaths per paenk-yer. Allough i e exceecs hat
expected ina ety populaton mached forage and sex, it is within the range of estimates for the

incidence of death ot receiving SUBVENITE
(1al@mg lmm 0.0005 for the gereral pnpulanon ofpatens with epilepsy, 0 0.004 or  recenly
wial that in the clinical d ram for SUBVENITE, to

005 or patens withelrctoy cpllepy). Cosequeny whether hese liures ae esssuring o
suggest concern depends on the comparability of the populations reporte ohort
Teceiving SUBVENITE and the accuracy of th estirate provided. Prabably most reassuring is the
similarity of estimated SUDEP rates in patients receiving SUBVENITE and those receiving other
AEDS, chemically unrelated to each other, that underwent clinical testing in similar populations. This
evidence suggests, although it certainly does not prove, that the high SUDEP rates reflect population
rates, nota drug effect.

5.12 Addition of SUBVENITE to a Multidrug Regimen that Includes Valproate

Because valproate reduces the clearance of SUBVENITE, the dosage of lamotrigine inthe presence of
valproate is less than half of that required inits absence [sce Dosage andAdministration ( 2.2, 23, 2.4,
Drug Interactions ( 7)] .

5.13 Binding in the Eye and Other Melanin-Containing Tissues
Because lamotrigine binds to melanin, it could accumulate inmelanin-rich tissues over time. This raises
the possibility that lamoirigine may cause toxicity in these tissues after extended use. Although
ophthalmological testing was performed in 1 controlled clinical rial, the testing was inadequate to
exclude subile effects or injury occurring after long-term exposure. Moreover, the capacity of
available tests to detect potentially adverse consequences, if any, of lamotrigine’s binding to melanin is
unknown [see Clinical Pharmacology ( 12: 2)1

Accordingly, specil

monitoring, rescribers should be aware e po;smmy of lol\g mrmuphmahmluglc effects,

5.14 Laboratory Tests
Ealse-Positive Drug Test Results

Lamoigine has been reported o interfere with the assay used in some rapid urine drug screens, which
canresultin false-positive readings, particularly for phencyclidine (PCP). A more specific analytical
method should be used to confirma positive result.

Plasima Concentrations of Lamotrigine

29
09
19



he vlue of monitoring lasm concentatonsof lanonigine inptens reated ith SUBVENITE has
ecause of the possible and
Oher g, ocluding AEDs see "Table 1), monioring of he lasm lovel of amotTgine and
concomitat drug y b indicted, parculrly during dosage adjusumets, I geveral, clinical
judgment should be exercised regarding monitoring of plasma levels of lamotrigine and other drugs and
whether or not dosage adjustmens are necessary,

6 ADVERSE REACTIONS
‘The following adverse reactions are described inmore detail inthe Warnings and Precautions section
of the label:

Serious skin rashes [see Warnings and Precautions (5.1)]

Hemophagocytc Lymphalistocyoss s Warnings and Precautons (5.2)
ee Warnings and Precautions (5.3)]

Blood dyscrasas see Warningsand Precautons (5.9
Suicidal behavior and ideation [see Warnings and Precautions (5.5)]
Aseptic meningitis [see Warnings and Precautions (5.6)]

Withdrawal seizures [see Warnings and Precautions (5.9)]

Status epilepticus [see Warnings and Precautions (5.10)]

‘Sudden unexplained death in epilepsy [see Warnings and Precautions (5.10)]

6.1 Clinical Trial Experience

Because clinical wials are conducted under widely varying conditions, adverse reaction rates observed

inthe clinical rials of a drug camot be directly compared with rates in the clinical rials of another

drug and may not reflect the rates observed in practice.

Epilepsy.

ot Common Adverse Reactons in Al Clincal Trias: Adjunctve Therapy in Aduls withEplpsy: The
more

reactions seen in association with SUBVENITE during Muctive bersgy Py arIl not seen atan
mong patients were: dizzine headache,
iplopia, burred vision. nausea, vomiing, an fash Dissiness, diplopia,aasie Dured ision moses
and vomiting were dose related. Dizziness, diplopia, ataxia, and blurred vision occurred mo
Commonly inpaiens receiving carbammsepine whh SUBV ENITE than npaiens receiving other AEDS
with SUBVENITE. Clinical data suggest a higher incidence of rash, including serious rash, in patients
receiving concomitant valproate than in patients not receiving valproate [see Warnings and Precautions (
5.0)).

Appmxlmalely 1% of the 3:378 adlt patets whoreceived SUBVENITE s adjucive terapy in
i cliical trials discontinued treatment because of an adverse reaction. The a

ctions mestcommonly assoc aed with discontnuation were ash (309 dissiness (5,806 and
headache (2.5%).
Inadose-response trial inadults, the rate of discontinuation of SUBVENITE for dizziness, ataxia,
diplopia, blurred vision, nausea, and vomiting was dose related.

Monotherapy in Aduls withEplepsy: The nost commorly observed (:5% for SUBVENIT and
more reactions, the use of SUBVENITE
durig the monotherapy phase of the contalled il naduls not seemal an equivalen rae n e conrol
group were vomiting, coordinaiion abnormlity, dyspepsia, nausea, dizziness, thinitis, ansiety, insomia,
inecton pai,weiglt decrese,chest pain,an dysmenorthea The nost commonly observed :5%

E and more reactions associated with the use of
SUBVENITE during the conversionto mnnomerapy (add on) period, not seen at an equivalent
frequency among low-dose valproate-cated paients, were dizines, headiche, uses, ey
coordination abormaly, voning, ash, somwlerce, diplola, aaxia,sccdertal iy, vemor, blurred
oagoas, darhen d

Approximetely 10% of the 420 adult patients who received SUBVENITE as monotherapy in
premarketing clinical trials discontinued treatment because of an adverse reaction. The adverse
reactions most commonly associated with discontinuation were rash (4.5%), headache (3.1%), and
asthenia (2.4%).

Adoncive Therapy i Pdaric Patrts wih Eplesy: The mostcomumdy observed (5%

re reactio

the v of SUBVENITE o adjurctive treatment in Dcdmm( Dmnrms aged 210 16 years and not seen at an
equivalent rate inthe cortrol group were infection, vomiting, rash, fever, somnolence, accidental ijury,
dizines,darhes,abdomina pai, uses, i, reor, astheni, broehiis,l syome,and
diplop
1339 patients aged 2 to 16 years with partial-onset seizures or generalized seizures of Lennox-Gastaut
syndrome, 4.2% of patients on lamotrigine and 2.9% of patients on placebo discontinued due to adverse
reactions. The most commonly reported adverse reaction that led to discontinuation of lamotigine was

Approximately 11.5% of the 1,081 pediatric patients aged 2 o 16 years who received SUBVENITE as

adjunctive therapy in premarketing clinical trials discontinued treatment because of an adverse reaction.

The adverse reactions most commonly associated with discontinuation were rash (4.4%), reaction

aggravated (1.7%), and ataxia (0.6%).

Convolled e Clwml il tn Adulrs i Eplfy: Table 8 liss avrse teacios et
s. Inthese trals,

cther SUBVENITE of placebi was sided o e panem< Chrrent AED herapy.

‘Table 8. Adverse Reactions in Pooled, Placebo-Controlled Adjunctive Trials in Adult Patients with Epilepsy >

Body System/Adverse Reaction Percent of Patients Receiving Adjunctive SUBVENITE(n = 711) Percent of Patients Receiving Adjunctive Placebo (n = 419)
Body as a whole

Headache 2 19
Elusyndone 7 6
6 4
Avdaninel pain 5 4
Neck 2 1
Reaction aggravated 2 1
(seizure exacerbation)
Digestive
Nausea 19 10
9 4
Diarrhea 6 4
Dyspepsia 5 2
Constipation 4 3
Anorexia 2 1
Musculoskeletal
Arthralgia 2 0
Nervous
Dizziness 38 13
Auxia 2 6
Sommolence 14 7
Incoordination 6 2
Insormia 6 2
Tre 4 1
Depression 4 3
nxiety 4 3
Comvulsion 3 1
Inritability 3 2
Speech disorder 3 0
Concentration disturbance 2 1
Respiratory
initis 14 9
Pharyngitis 10 9
ough increased 8 6
Skin and appendages
Rash 10 5
Prurits 3
Special senses
Diplopia 2 7
Blurred vision 16 5
Visionabrormality 3 1
Urogenital
Female patients only (n=365) (n=207)
Dysmenorrhea 7 6
Vaginitis 4 1
Amenorrhea 2 1

# Adverse reactions that occurred in at least 2% of patiens treated with SUBVENITE and at a greater incidence than placebo.
" parients n these adjunctve triaks were receiving 10 3 of the concomitant antiepileptc drugs carbamazepine, phenytain, phenobarbial, or primidone in additon o SUBVENITE or
placebo. Patients may have reported mukipie adverse reactions during the wial o at discontinuation; thus, patients may be Included in more than 1 category.

Inarandomized, parallel trial comparing placebo with 300 and 500 mg/day of SUBVENITE, some of
the more common drug-related adverse reactions were dose related (see Table 9)

‘Table 9. Dose-Related Adverse Reactions from a Randomized, Placebo-Controlled Adjunctive
rial in Adults with Epilepsy

Percent of Patients Experiencing Adverse Reactions

SUBVENITE SUBVENITE
Adverse Reaction Placebo (n=73) 300 mg (n=71) 500 mg (n=72)

Auxia 10 10 2800

Blurred vision 10 11

Diplopia 8 22

Dizziness 27 31

Nausea 1 18

Vomiting 4 1

# Significantly greater than placebo group ( P<0.03)
" Significantly greater than group receiving SUBVENITE 300 mg ( P<0.03)

The overall adverse reaction profile for SUBVENITE was similar between femles and males and was
independent of age. Because the largest non-Caucasian racial subgroup was only 6% of patients
exposed to SUBVENITE in placebo-controlled trials, there are insufficient data to support a statement
regarding the distribution of adverse reaction reports by race. Generally, females receiving either
SUBVENITE as adjunctive therapy or placebo were more likely to report adverse reactions than males.
The orly adverse reacton or which the reports on SUBVENITE were > 10% more frequent I fmales
difference by gender dizziness (difference =
i 5%) et et Nt e bt (s s ot e v of comimssionot
SUBVENITE for individual adverse reactions.
Controlled Monotherapy Trialin Adults with Partial-Onset Seizures: Table 10 lists adverse reactions that
occurred in patients with epilepsy treated with monotherapy with SUBVENITE ina double-blind frial
following discontinuation of either concomitant carbamazepine or phenyioin not seenat an equivalent
frequency i the control group.

in Adult Patients with Partial-Onset Seizures b

‘Table 10. Adverse Reactions in a Controlled Monotherapy T

Percent of Patients Recel

g Low-Dose Valproate
(n=44)

Body System/Adverse Reaction Percent of Patients Receiving SUBVENITES as ™=
Body as a whole
Pain 5 0
infecti 5 2
Chest pain 5 2
Digestive
Voniting 9 0
Dyspepsia 2
Nausea 7 2
Meabolic and ions
Weight decre: 5 2
Nervous
Coordimon oy 7 0
Dizzire: 7 0
Aty 5 0
Tnsomnia 5 2
Respiratory

Rhinitis

Urogenital (female patients orly)
ysmenorrhea

# Adverse reactions that accurred in at least 5% of patients wreated with SUBVENITE and at & greater ncidence than valproate-treated patiets.

® Patiens in thistial were converted (o SUBVENITE or vaproate phenytoin. Patients may have reported mukiple
adverse reactons durathe i hs, padnts may be nchded n more than 1 Caegory.

< Up to 500 mg/day

41,000 mg/day.

Adverse reactions that occurred with a frequency of < 5% and > 2% of patients receiving SUBVENITE
and numerically more frequent than placebo were:

Body as a Whole: Asthenia, fever
Digestive: Anorexia, dry mouth, rectal hemorrhage, peptic ulcer
Metabolic and Nutitional: Peripheral ederm.



Nervous System: Amnesia, ataxia, depression, hypesthesia, libido increase, decreased reflexes,
increased reflexes, nystagmus, irritabilty, suicidal ideation.

Respiratory: Epistaxis, bronchits, dyspnea,
Skin and Appendages: Contact dermatits, dry skin, sweaing,
Special Senses: Vision abnormality.

Incidence in Controlled Ad]unmva Trials in Pediatric Patients with Epilepsy: Table 11 lsts adverse
reactions that occurred in 339 s with partial-onset seizures or generalized seizures of
Lomo Gastaut syndrome who received SUBVENTTE up 0 15 mieday or 4 masimumof 750 m day

Table 11. Adverse Reactions in Pooled, Placebo-Controlled Adjunctive Trials in Pediatric Patients with Epilepsy *

Body System/Adverse Reaction Percent of Patients Receiving SUBVENITE(n = 168) Percent of Patients Receiving Placebo (n = 171)
Body as a whole

Infection 20 17
Fever 15 14
Accidental injury 14 12
Abdomiral pain 10 5
Asthenia 8 4
Flu syndrome. 7 6
Pain 5 4
Facial ed 2 1
Photosensitivity 2 0

i 20 16
Diarrhea 1 9
Nausea 10 2
Constipation 4 2
Dyspepsia 2 1

Hemic and lymphatic
Lymphadenopathy 2 1

Metabolic and nutritional
Edema 2 0

Nervous system
Somnolence 17 15
Dizziness 14 4

axia 1 3
o 10 1
Emotional lability 4 2
Gait abormality 4 2
Thinking abnormality 3 2
Comvulsior 2 1
Nervousness 2 1
Vertigo 2 1

Respiratory
Pharyngits 14 1
Bronchitis 7 5
Increased cough 7 6
Sinusitis 2 1
Bronchospasm 2 1
kin
Rash 14 12

m 2 1
Pruritus. 2 1

Special senses
Diplopia 5 1
Blurred visi 4 1
Visual abrormality 2 0

Urogerital
Male and femle patients

Urinary ract infection
# Adverse reactions that occurred in at least 2% of patiens treated with SUBVENITE and at a greater incidence than placebo.

B\pnlar Disorder in Adults

action the use of SUBVENITE as monotherapy
(100 1 400 meday) il pcens (o6 18 0 63 years) with bipolar hsorder inthe 3 double bl
placebo-conolled ials of 18 morhs’ durationare included in Table 12. Adverse reactions that
occurred inat least 5% of patients and were the
of SUBVENITE inthese tials
compared with the monotherapy phase were: et (25%), rash (11%), dizziness (10%), diarthea
(8%), dream abnormality (6%), and pruritus (6%).
During the monotherapy phase of the double-blind placebo-controlled trials of 18 mondhs' duration,
13% of 227 patients who received SUBVENITE (100 to 400 mg/day), 16% of 190 patients who
received placebo, and 23% of 166 patients who received lithium discontinued therapy because of an
adverse reaction The dverse reactons that st commoly led o disconiwaton of SUBVENITE
were rash (3%) d adverse reactions (2%). 16% of 2,401
patients who oves SUBVENITE (50 to0 500 mg/day) for bipolar disorder in premarketing trials
scontinued therapy because of an adverse reaction, most commonly due to rash (5%) and
mania/hypomania/mixed mood adverse reactions (2%).
The overall adverse reaction profile for SUBVENITE was similar between females and males, between
elderly and nonelderly patients, and among racial groups.

Table 12. Adverse Reactions in 2 Placebo-Controlled Trials in Adult Patients with Bipolar I Disorder 3>

Body System/Adverse Reaction Percent of Patients Receiving SUBVENITE(n = 227) Percent of Patients Receiving Placebo (n = 190)
General

Back pain 8
Fatigue 8
Abdomiral pain 6
Digestive
Nausea 14 1
Constipation 5 2
5 2
Nervous System
Insomnia 10 6
Sommolence 9 7
Xerostomia (dry mouth) 6 4
Respiratory
7 4
Euurhauun of cough 5 3
Pharyngiti 5 4
Skin
Rash (nonserious) 7 5

& Adverse reactions that occurred in a least 5% of patients (reated with SUBVENITE and at a greater Incidence than placebo,

" Patients in these trials were converted to SUBVENITE (100 1o 400 mg/day) o placebo monotherapy from add-on therapy wih other ot
medications. Patients may have reported multiple adverse reactions during the trial ths, patients may be included in more than 1 categs

i th avera bpalr and ther mocd diorders <lncal i, e e of srous rash ot 0.00% (1 of 1-299)ofadu paints o recefed SUBVENTTE
as inkial monotherapy and 0.13% (2 of 1,538) of aduit patients who received SUBVENITE as adjunctive therapy [see Warnings and Precautions (5.1)]

Other reactions that occurred in 5% or more patients but equally or more frequently in the placebo
group included: dizziness, mania, headache, infection, influenza, pain, accidental injury, diarrhea, and
dyspepsia

Adverse reactions that occurred with a frequency of < 5% and > 1% of patienis receiving SUBVENITE.
and numerically more frequent than placebo were:

General: Fever, neck pain.
Cardiovascular: Migraire.

Digestive: Flatulence

Metabolic and Nutritional: Weight gain, edem.
Musculoskeletal: Arthralgia, myalgi

Nervous System: Amvesia, depre:
abnormality, hypoesthesia

Respiratory: Sinusitis.

n, agitation, emotional lability, dyspraxia, abrormal thoughts, dream

Urogenital: Urinary frequency.
Adverse Reactions Abr Inthe 2 wials, there wes no
Incrense nthe lcldencs, seversy. o ype f verse reailons npess wichbipole g e
abruptly terminating therapy with SUBVENITE. Inthe clinical development program in adults

Dipolr disorder, 2 pattts experienced seizarcs shorty afer abruptwithdrawel of SUBVENTTE see
Warnings and Precautions (5.9)].

Mania/Hypomania/Mixed Episodes: During the double-blind placebo-conrolled clinical tials in bipolar
Idisorder i adults were converted to monotherapy with SUBVENITE (100 (o 400-mg/day)
fromother psychotropic medications and followed for up to 18 monihs, the rates of manic or hypomanic
or mixed mood episodes reported as adverse reactions were 5% for patients treated with SUBVENITE
(n=227), 4% for patients treated with lithium (n = 166), and 7% for patients treated with placebo (n =
190). Inall bipolar controlled trials combined, adverse reactions of mania (including hypomania and
mixed mood episodes) were reported in 5% of patients treated with SUBVENITE (n = 956), 3% of
patients treated with lithium (n = 280), and 4% of patients treated with placebo (n = 803)

6.2 Other Adverse Adverse Reactions Observed in All Clinical Trials

SUBVENITE has been administered to 6,694 individuals for whom complete adverse reaction data was
captured during all clinical wials, only some of which were placebo controlled. During these trials, all

adverse reactions were recorded by the clinical investigators using terminology of their own choosing,
To provide a meaningful estimate of the proportion of individuals having adverse reactions, similar

occasion while receiving SUBVENITE. Al reported adverse reactions are included except those
already listed inthe previous tables or elsewhere inthe labeling, those to0 general to be informive,
and those not reasonably associated with the use of the drug,

Adverse reactions are further classified within body system categories and enumerated in order of
decreasing frequency using the following definitions: reqentadvrse eactors ae defived s those
occurring in atleast 1/100 patients; ' in 1/100 t0 111,000
paties:far adverse reactions are hose occurting infower tha 111000 paions.

Body as a Whole

Infrequent: Allergic reaction, chills, malaise.

Cardiovascular System

Infrequent: Flushing, hot lashes, hypertension, palpitations, postural hypotension, syncope, tachycardia,
vasodilation.

Dermatological

Infrequent I hirsuts ash, ticaria. R

Angioedernn, erythei,exfolinive dermati, fangal dermatis, herpes zoster, leukoderms, muliforme
erythema, petechial rash, pustular rash, Stevens-Johnson syndrome, vesiculobullous rash.

Digesiive System

Infequent:Dysphagla erucaion, gatis, gingivis, cressed ppete cressed salivaton, liver
ntests abnormal, mouth ulceration

hematemesis,

Rare hemorrhage, glossit
hemorrhagic colits, hepatitis, melens, stomach ulcer, stomaiis, tongue edema.
Endocrine System

Rare: Goiter, hypothyroidism.

Infrequent: Ecchymosis, leukopenia.
Rare: Anemia, eosinophilia, fibrin decrease, fibrinogen decrease,
Iymphocytosis, macrocytic anemia, petechia, thrombocytopena.
Metabolic and Nutritional D

ndeficiency anemia, leukocytosis,

Infrequent: Aspartate transaminase increased.

Rare: Alcohol intolerance, alkaline phosphatase increase, alanine transaminase increase, bilirubinemia,
general edema, gamma glutamy| transpeptidase increase, hyperglycemia.

Musculoskeletal System
Infrequent: Arthritis, leg cramps, myasthernia, twitching.
Rare: Bursitis, muscle atrophy, pathological fracture, tendinous contracture.

Frequent: Confusion, paresthesia.



Infrequent: Akathisia, apathy, aphasia, central nervous system depression, depersonalization, dysarthria,
dyskinesia, euphoria, hallucinations, hostiliy, hyperkinesia, hypertonia, libido decreased, memory
decrease, mind racing, movement disorder, myoclonus, panic attack, paranoid reaction, personality
disorder, psychosis, sleep disorder, stupor, suicidal ideatior

Rare:Choreoathtoss, delriun, delusors, dysphoria dystonis,extapyanidal syndrome,fiess,
rand mal comvulsions, hemiplegia, hyperalgesia, hyperesthesia, hypokinesia, hypotonia, ma
depression reaction, muscle spasm, neuralgia, neurosis, paralysis, peripheral neuriti.

Respiratory System

Infrequent: Yawn.

Rare: Hiccup, hyperventilation.

Frequent: Amblyopia.

Infrequent: Abrormality of accommodation, conjunctvitis, dry eyes, ear pain, photophobia, taste
perversion, timitus.

Rare: Deafress, lacrimation disorder, oscillopsia, parosmia, piosis, stal
visual field defect.

s, taste loss, uveitis,

Urogenital System
Infrequent: Abnormal ejaculation, hematuria, impotence, menorrhagia, polyuria, urinary incontinence.

Rare: Acute Kidvey failure, anorgasmia, breast abscess, breast neoplasm, creatinine increase, cystits,
dysuria, epididymitis, fenale lactation, kidhey failure, Kidney pain, nocturia, urinary retention, urinary
urgency.

6.3 Postmarketing Experience

“The following adverse reactions have been ideified during postapproval use of SUBVENITE,
Because these reactions are reported volunarily froma population of uncertainsize, itis not always
possible (o reliably estimate their frequency or establish a causal relationship to drug exposure.

‘Blood and Lynphatic
hemolytic ancmia, ly ith disorder.

Gastrointestinal

Esophagitis.

Hepatobiliary Tract and Pancreas

Pancreatits.

Immunologic.

Lupus-like reaction, vasculits.

Lower Respiratory.

Apnea.

Musculoskeletal

has. rved in patients experiencing reactions.
Nervous System
Aggression, exacerbation of Parkinsonian symptoms in patients with pre-existing Parkinson's disease,

Nonsite Specific

Progressive immunosuppression.

7 DRUG INTERACTIONS
Significant drug ineractions with SUBVENITE are summarized in this section.

Uridine 5"diphospho-glucuronyl wansferases (UGT) have been identified as the enzymes responsible
for metabolismof lamotigine. Drugs that induce or inhibit glucuronidation may, therefore, affect the
apparent clearance of lamoirigine. Strong or moderate inducers of the cytochrome P450 3A4 (CYP3A4)
enzyme, which are also known to induce UGT, may also enhance the metabolism of lamotrigine.

Those drugs that have 1o have a clinically sigif

metabolism are unmmmeahle 13.Specilc dosng guidmce for these drugs s providd e
Dosage and sage 21l

dditional details of these drug interaction studies are provided in the Clinical Pharmacology section
Isee Cilinical Pharmacology ( 12.3)]

Concomitant Drug. Effecton
Estrogen- | lamorigine
containing oral contracepiive preparations containing 30 meg ethinylestradiol and | levonorgestrel
150 meg levonorgestrel

Carbamazepine and carbamazepine epoxide {lamowigine
2 carbamazepine epoxide
Lopinavirfritonavir Vlamowigine
Atazanavirfitonavie +lanowigine
Phenobarbital/primidone +lanoigine
Phenytoin +lamowigine
Rifampin  lamotrigine
Valproate 1 lamowigine
2 valproate.

ecreased (induces lamotrigine ghicuronilation).
creased (inhibis lamotrigine glucuronidation)
Conflicting data

Effectof SUBVENITE on Organic Cationic Transporter 2 Substrates
Lamotrigine is an inhibitor of renal tubular secretion via organic cationic ransporter 2 (OCT2) proteins
[see Clinical Pharmacology ( 12.3)] . This may resultin increased plasma levels of certain drugs that are
substantially excreted via this route. Coadministration of SUBVENITE with OCT2 substrates with a
narrow therapeutic index (e.g., dofetilide) is not recommended.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
As with other AEDs, physiological changes during pregnancy may affect lamoigine concentrations
and/or therapeutic effect. There have been reports of decreased lamotrigine concentrations during
pregnancy and restoration of pre-partum concentrations after delivery. Dosage adjustments may be
necessary to maintain clinical response.
Pregnancy Category C
“There are no adequate and well-controlled studies in pregnant women. In animl studies, lanotrigine
was developmentally oxic at doses lower than those adninistered clinically. SUBVENITE should be
used duringpregnancy oy i the poental berefit usifis th potetal sk o the ews. When
lamotrigine was ats, or rabbi the period of (oral
doses of p o 125, 25, and 30 mg/ke, respecively), reduced o body weight and increased incidences
of fetal skeletal variations were seen in mice and rat at doses that were also maternally oxic. The po-
effect doses for embryofetal developmental toxicity in mice, ras, and rabbits (75, 6.25, and 30 mg/kg,
respectively) are similar to (mice and rabbits) or less than (rats) the human dose of 400 mg/day ona
body surface area (mg/m?) basis.
Ina study inwhich pregnan rats were administered lamotrigine (oral doses of 5 or 25 mg/kg) during the
period of organogenesis and offspring were evaluated postiatally, behavioral abnormalities were
observed in exposed offspring at both doses. The lowest effect dose for developmental neurotoxicity
inrats is less than the human dose of 400 mg/day on a mg/m 2 basis. Maternal toxicity was observed at
e higher dose teste
Whenpregnt as were adinistered amotigie oral deses 0f 5, 10, or 20 mg/kg) during the latter
partof gestation, tality (including seenatall doses. The lowest
effect dose for pen/pu)uuul ool opmenal iciy in s Leos han e b dose of 400 oy
ona mg/m-? basis. Maternal toxicity was observed at the 2 highest doses tested.

Lamotigine decreases fetal folate t, an effect known o be associ adverse

pregnancy outcomes in animals and humans,

Pregnancy Registry

To provide informatonsegarding the effects of in o exposure (0 SUBVENITE, physiciarsare

advised (o recommend that pregnan patients taking SUBVENITE enroll in the North As

Anepiepic Drug (NAAED) regrancy Regisr. This can be done by callig e ol iree mumber 1-
888. and mst be done by patients themselves. Information on the registry canalso be found at

e e hitpvwew. aedpregrancyre

8.2 Lactation
Risk Summary.
Lamoigine is present in milk fromlactating women taking SUBVENITE ( see Data). Neonates and
young inass ar at ik ot bighserun evel because nuteral sevunand il evels caise 0 high
levels postpartumif lamotrigine dosage h: regnancy but is
delivery o th pre-pregnancy dosie. Glucuronidaion s required for drug lesrance
Glucuronidation capacity is immature in the infant and this may also contribute to the level of
lamorigine exposure. Events including rash, apnea, drowsiness, poor sucking, and poor weight gain
(requiring hospitalization in some cases) have been reported in infans who have been milk-fed by
mothers using lamotrigine; whether or not these everts caused by lamotrigine is unknown. No data are
available on the effects of the drug on milk production.
‘The developmental and health benefits of breastfeeding should be considered along with the mothers
clinical need for SUBVENITE and any potential adverse effects on the breastfed infant from
SUBVENITE or fromthe underlying maternal condition

. 5
Human milk-fed infant should be closely monitored for adverse evens resulting from lamotrigire.
Measurement of infant serum levels should be performed to rule out oxicity if concerns arise. Human
milk-feeding should be discontinued in infants with lamotrigine toxicity.
Daa

Data from multiple small studies indicate that lamotrigine plasma levels in nursing infant have been
reported to be as high as 50% of maternal plasma concentations.

8.4 Pediatric Use
(Epilepsy.

SUBVENITE is indicated as adjunctive therapy in patients aged 2 years and older for partial-onset
seizures, the generalized seizures of Lemox-Gastaut syndrome, and PGTC seizures

Sty andeficacy of SUBVENITE used as aductve reatmene for prtsh-onset seizures were mt
demonsirate d, double-blind, pl d withdrawal rial in very young
pediarric patients (agzd Yoot months). SUBVENITE was associated with an increased risk for
infectious adverse reactions (SUBVENITE 37%, Placebo 5%), and respiratory adverse reactions
(SUBVENITE 26%, Placebo 5%). Infectious adverse reactions included bronchiolitis, bronchitis, ear
infection, eye infection, otits externa, pharyngitis, urinary tract infection, and viral infection.
Respiratory adverse reactions included nasal congestion, cough, and apnea.

IBipolar Disorder

Safety and efficacy of SUBVENITE for the maintenance treatment of bipolar disorder were not
established ina double-blind, randomized withdrawal, placebo-controlled trial that evaluated 301
pediatric patients aged 10 to 17 years with a current manic/hypomanic, depressed, or mixed mood
episode as defined by DSM-IV-TR. Inthe randomized phase of the trial, adverse reactions that
occurred inat least 5% of patients taking placebo (n = B6) were influenza (SUBVENITE 8%, placebo
2%), oropharyngeal pain (SUBVENITE 8%, placebo 2%), vomiting (SUBVENITE 6%, placebo 2%),
upper abdominal pain (SUBVENITE 5%, placebo 1%), and suicidal ideation (SUBVENITE 5%, placebo
0%).

Wuvenile Animal Data

h\a Juvenle aimlstudy in which lamigine (oral doses of 0,5, 15, or 3 mgg) was admiistered 1o
oung rats from postnatal day 7 1o 62, decreased viability and growth were seenat the highest dose
tested and long- trmnearobehiviors mormalies (Gecstmme locomoior activity, increased reactivity,
and learning deficits in animals tested as adults) were observed at the 2 highest doses. The no-effect
dose for adverse developmental effects in juvenile animals is less than the human dose of 400 mg/day
ona mg/m2 basis.

8.5 Geriatric Use

Clinical wials of SUBVENITE for epilepsy and bipolar disorder did not include sufficient numbers of
patierts aged 65 years and older (0 determine whether they respond differently from younger patienis or
exhibit a different safety profile than that of younger patients. In general, dose selection for an clderly
patient should be cautious, usually starting at the low end of the dosing range, reflecting the greater
frequency of decreased hepatic, real, or cardiac function and of concomitant disease or other drug,
therapy.

8.6 Hepatic Impairment

Experience in patients with hepatic impairment is limited. Based ona

inical pharmacology study in 24

Table 13. Established and Other Potentially Significant Drug Interactions

al Comment
Decreased lamotrigine concentrations approximately 50%.
Decrease inlevonorgestrel component by 19%

Addition of carbamazepine decreases lamotrigine concentration approximately 40%
My increse arbaneaepie eporide evels
1
Decresed la)mlngme AUC approximately 32%.
Decreased lamotrigine concentration approxinately 40%.
Decreased lamotrigine concentration approximately 40%.
Decreased lamotrigine AUC approximaely 40%
Increased lamotrigine concentrations slightly more than 2-fold
There are conflicting study results regarding effect of lamoirigine on valproate concentrations: 1) a mean 25% decrease in valproate concenrations in healthy volunieers, 2) no change in valproate concentrations in conirolled clinical rials in patients with epilepsy.




subjects with mild, moderate, and severe liver impairment [see Clinical Pharmacology ( 12.3)], the
following general recommendations can be made. No dosage adjustment is needed in patients with mild
liver impairment. Inital, escalation, and meintenance doses should generally be reduced by
approximately 25% in patients with moderate and severe liver impairment without ascites and 50% in
patients with severe liver impairment with ascites. Escalation and maintenance doses may be adjusted
according to clinical response [see Dosage and Administration ( 2.1)1.

8.7 Renal Impairment

Lanotigine is metabolized mainly by glucuronic acid conjugation, with the majority of the metabolites
being recovered in the urine. Ina snall study comparing a single dose of lamotrigine in subjects with
varying degrees of renal impairment with healthy volunieers, the plasma half-life of lamotrigine was
approximately twice as long in the subjects with chronic renal failure [see Clinical Pharmacology (

Iniial doses of SUBVENITE should be based on patienis’ AED regimens; reduced maintenance doses
may be effective for patiens with significant renal impairment. Few patienis with severe rena
impairment have been evaluated during chronic reatment with lamotrigine. Because there is inadequate
experience inthis population, SUBVENITE should be used with caution in these patients [see Dosage
and Administration (2.1

10 OVERDOSAGE

10.1 Human Overdose Experience
Overdoses involving quanities up (0 15 g have been reported for SUBVENITE, some of which have
been s, Overdose has teslted natais, pstagns,seizares (icludig onic-clonc sefzres),
decreased level of

10.2 Management of Overdose
‘There are no specific antidotes for lamotrigine. Following a suspected overdose, hospitalization of the
patientis advised. General supportive care is indicated, including frequent monitoring of vital signs and
close observation of the patien. If indicated, emesis should be induced; usual precautions should be
taken o protect the airway. It should be kept in mind that immediate-release lamotrigine is rapicly
absorbed [see Clinical Pharmacology ( 12.3)]. Itis uncertain whether hemodialysis is an effective means
of removing lamotrigine from the blood. In6 renal failure patients, about 20% of the amount of
Tamotrigine inthe body was removed by hemodialysis during a 4-hour session. A Poison Control
Cener should be contacted for information on the management of overdosage of SUBVENITE.

11 DESCRIPTION

SUBVENITE an AED of e phryiiasne clss, s chawicaly uwelaedto et AED®
Lamotrigine's chemical pame is 3,5-diamino-6-(2.3-dichlorophenyl)- as-triazine, its molecular formula
is C gH 7N 5Cl 3, and its molecular weight is 256.09. Lamoigine, USP is a w cream-
colored powder and has a pK , of 5.7. Lamorrigine, USP is very slightly soluble inwater (0.17 mg/mi.
at 25°C) and slightly soluble in 0.1 M HCI (4.1 g/ at 25°C). The strucural formula i

cr N
DO

SUBVENITE (lamotrigine) tablets, USP are supplied for oral administration as 25-mg (white t0 off
white), 100-mg (white to off white), 150-mg (white to off white), and 200-mg (white [0 off white)
bt Each abletconairsth labeled amount of lamowigine, USP and the following imctive
ingredierts: lactose monohydrate; cellulose;

starch glycolate.

Meets USP Dissolution Test3

NH,

12 CLINICAL PHARMACOLOGY
121 Mechanism of Action

“The precise mechanism(s) by which lamotrigine exerts its anticonvulsant action are unknown. I animal
models designed to detectaniconvulsant aciiy, lanouigine was effective n prevening sizure
spread inthe (scMed) tests, and

inthe visually and electrically evoked aflzr-dunharge (EEAD) tests for antiepileptic activiy.
Lamotigine also displayed inhibitory properties in the kindling model in ats both during kindli
developmert el e fuly Kiled st T relevace of Gese models o e pilepsy, howerer,

is not knowr
One pmp(\sed meclanismnof cdonof lamouigine, e elevancs of which reneis o be csablished in
humars, involve: sudiessuggest ha
Tamotrigine inhibits

consequenty mndnlamg Drcoymaptc namsmitr releave of xciory amion acids (¢ 8. glunamam and
aspartate).

Effect of Lanorrigine on N-Methyl d-Aspartate-Recepior-Mediated Activity
Lamotigine did not inhibit N-methyl d-aspartate (VMDA )-induced depolarizations in at cortical slices
or NMDA-induced cyclic GMP formation in immature rat cerebellum, nor did lamotrigine displace
compounds that are either comperitive or noncompeitive ligands at this glutamate receptor complex
(CNQX, CGS, TCHP). The IC 5, for lamotrigine effects on NMDA-induced currents (in the presence
0f 3 pM of glycine) in cultured hippocampal neurons exceeded 100 M.

he mechisms by which lanouigine exers s theapeutc scion mhlpulz( disorder have not been
establish

12.2 Pharmacodynamics
Eolate Metabolism

In vitro, lamorigine inhibited dihydrofolate reductase, the enzyme that caalyzes he reduction of
dihydrofolate to tetrahydrofolate. Inhibition of this enzyme may interfere with the biosynthesis of
nucleic acids and proteins. When oral daily doses of lamotrigine were givento pregoant rats during
organogenesis, fetal, placental, and maternal folate concentrations were reduced. Sigficanly reduced
concentrations of folate are associated with teratogenesis [see Use in Specific r‘opnlauons @l )J Folate
concentrations were also reduced inmale rats given repeated oral doses of lamolri

concentrations were partially returned to normal when supplemented with folinic aci

Accumulation n Kideys

Lanoigine accumulated in the Kidney of the male rat, causing chronic progressive nephrosis, necrosis,
and mieralization. These findings are atributed to a-2 microglobulin, a species- and sex-specific
protein that has ot been detected in humans or other arimal species

Melanin Binding
Lamotigine binds t tissues, e.g., inthe eye and Ithas been found in
e wvea vactup 0 52 P single dose inrodens.

Cardiovaseular

Indogs, lamotigine is extensively metzbolized to a 2-N-methyl metabolite. This metabolite causes
dose-dependent prolongatiors of the PR interval, widening of the QRS complex, and, at higher doses,
conplete AV condueionblock.Sinla cardiovascula effectsare ot anlcipted inhumans because
only trace amounts of the 2-N-methyl metabolite (<0.6% of laotrigine dose) have been found in human
aine 50 Cliicl Pharmacology (123 However, 1S conceivabe tha et ore entaions of hs
etabolite could be meressed i patiens with educed capaciy 1o ghcuroridate Lamotigine (o5 in
paents with ver disease, paent ok concomta medicaions ot ohio glocuronidation)

123 Pharmacokinetics

‘The pharmacokinetics of lamotigine have been studied in subjects with epilepsy, healthy young and
elderly volunteers, and volunteers with chronic renal failure. Lamotrigine pharmacokinetic parameters
for adult and pediatric subjects and healthy normal volunteers are summarized in Tables 14 and 16.

‘Table 14. Mean Pharmacokinetic Parameters * in Healthy Volunteers and Adult Subjects with Epilepsy

T t
Adult Study Population Number of Subjects ax: Time of Maximum Plasma don () 12: Elimination pp: learance (mL/minkg)
Healthy volunteers taking no other medications: Single-dose SUBVENITE,
Multiple-dose SUBVENITE 179 22 28 0.44
02510 12.0) (140 10 103.0) ©.1210 1.10)
36 .
(0.5104.0) (11610 616) 02410 1.15)
Healthy volunteers taking valproate:  Single-dose SUBVENITE
18 483 030
Multiple-dose SUBVENITE 6 (100 4.0) (31510 88.6) (01410 0.42)
18 051035) (1910 135) 0.12100.33)
Subjects with epilepsy taking valproate only:  Single-dose SUBVENITE
4 48 588 028
(18108.4) (30510 88.8) (0.16 10 0.40)
Sublects wilhepiepy ph prit
© plus valpro: Shhgle-dose SUBVENITE
2 38 272 053
(1010 10.0) (11210 51.6) 02710 1.04)
Subjects with epilepsy taking ine, phenytoin, ital, or primidone-?
Single-dose SUBVENITE.
2 23 144 110
Multiple-dose SUBVENITE 051050) (6.41030.4) ©05110222)
7 20 126 121
10593) 751023.1) (066 10 182)
*he mjrty of prsmets mesns et i each sty adcoffcns of vriaion beten 0% 80 40% o Bl e ard LI and s 0% 10 70% o Ty The were that were weighted based on the
imber of volunteers/subjects n each sudy. The numbers in parentheses below eac represen the range of
> Cormamaseie, et ol s o bt been ot o e e of amorigine d other drugs, such as rifampin and protease inhbitors lopinavirritonavir and atazanavirronavir, that

induce lamotrigine ghucuronidaton have also been shown (o increase the apparent clearance of kmotrigine (see Drug Interactions (7))

Absorption

Lamotrigine is rapidly absorbed after oral
il The

98%). s notaffected by food. Peak plasma
concentrations occur anywhele from 1.4 10 4.8 hours followmg ‘drug administation.

Dose Proportionality

n not receiving any and given single doses, the pla
conceriraions of lamotigine ncessed Initect proportion o he dose admitered over e range o
50 to 400 mg. In 2 small studics (n=7 and 8) of patients with epilepsy who were maintined on other
AEDs, there also was a linear relationship between dose and lamotrigine plasma concentrations at
steady state following doses of 50 to 350 mg twice daily.

Distribuion

Estimates of the mean apparent volume of distribution (VA/F) of lamorrigine following o

administration ranged from 0.9 to 1.3 is independent of dose and is similar fcllnwmg single.

and multiple doses in both patients with epilepsy and in healthy volunteers.

Protein Binding

Data fromin viro studies indicate that lamorigine is approximately 55% bound to human plasma proteins

at plasma lamotrigine concentrations from 1 o 10 meg/ml. (10 meg/mL is 4 (0 6 times the rough plasma

concentration observed in the controlled efficacy trials). Because lamotrigine is not highly bound to
clinically with other drugs. protein

binding sites are unlikely. The binding of lamotrigine to plasma proteins did ot change in the presence

of herapeutc concenators of phenyoin, penobarbial, ot valproat. Lanotigine did ot displace

other AEDs phenytoin, ding sites.

Metabolism

Lamouigine is necbolized predominaly by glcuronie sed congaton the mojor netbolte s an
inaciive ide conjugate. After oral 240 mg of C-lamotrigine (15 uCi) to
6 healthy vnlumeers‘ 949 was recovered in the urine and 2% was recovered in the feces. T

radioactivity in the urine consisted of unchanged lamotrigine (10%), the 2-N-glucuronide (76%), a 5-N-
glucuronide (10%), a 2-N-methyl metabolite (0.14%), and other uriden inor metabolites (4%).

Enzyme Induction

The effects of lamotrigine on the induction of specific families of mixed-function oxidase isozymes
ve not been systematically evaluated.

Following multiple admiristrations (150 mg twice daily) to normal volunteers taking 0o other
medications, lamotrigine induced its own metabolism, resulting in a 25% decrease int 1, and a 37%




increase in CL/F at steady state compared with values obtained in the same volunteers following a
single dose. Evidence gathere sources suggests that sel lamoigine may not
occur whenlamotrigine is given as adjunctive therapy in patients receiving enzyme-inducing drugs such
= carbansepic, henyto, pherababial, enidoc, or thr drgs suh s ifampi and the potezse
lamotrigine rug

inhi
eracions (7]

Elimination

The elimination hal-life and apparent clearance of SUBVENITE following oral admiristration of
lamotrigine to adult subjects with epi althy volunteers is summarized in Table 14. Half-life
and apparent oral clearance vary depending on concomitant AED:

Drug Ineractions

‘The apparent clearance of lamotrigine is affected by the coadministration of certain medications [see
Warnings and Precautions (5.8, 5.12), Drug Interactions ( 7).

The net effects of drug interactions with lamotrigine are summarized inTables 13 and 15, followed by
details of the drug interaction studies below.

‘Table 15. Summary of Drug Interactions with Lamotrigine

Drug Plasma C; ion with Adjunctive Lamotrigine Lamotrigine Plasma traton with Adjunctive Drugs

Oral (omracepnves (& g, ethinyl - f

estradiol/levonorgestrel) ©

Aripiprazole Notassessed e

Atazanavirfitonavie “f f

Bupropion Notassessed -

Carbamazepine - '

Carbamiepine eposde & 2

Felbamt Notassessed -

Gabapenun Notassessed -

Lacosamide Notassessed -

Levetiracetam - -
ithium - Notassessed

Lopinavirfritonavir .t

Olanzapine. -

o><camazepm - -

Mﬂmhydmxy oxcarbazepine metabolite

Perampanel Notassessed “
Phenobarbital/primidone - '
Phenytoin - '
Pregabalin - -
Rifampin Notassessed '
Risperidone - Notassessed
9-Hydroxyrisperidone |
piranate - -
Valproate ' '
Valproate + phenytoin andior Notassessed -
carbamazepine
Zo Notassessed -
 From adjuncive clinical riaks and volunter trias
 Net effects were estimated by comparing the mean clearance rials
© The effect o other preparations or hor amotrigie has in clincal

ik, akhoughth cifect may be imir 10 hatseen wi the ahinylstadiolievonorgedrel combmations.
4 Modest decrease i kevonorgestrel.
© Slight decrease, not expected o be clinically meaningful.
f Compared with historical cantrols
& Not administered, but an active metabolie of carbamazepine.
P Not administered, but an active metabolie of oxcarbazepine
| Not administered, but an active metabolie of risperidone.
1 Slight increase, not expected to be clinically meaningful
N significan effect.
= Confleting data.

Estrogen-Conaining Oral Conraceptives

In 16 female volunteers, an oral contracepiive preparation contining 30 meg ethinylestradiol and 150
meg levonorgestrel increased the apparent clearance of lamotrigine (300 mg/day) by approximately 2-
fold with mean decreases in AUC of 529% and in C gy of 39%. I his study, trough serum lamotrigine
concentatonsgradually ncressedand were approximaely 2-old higheron averageat e end of he
week of the inactive hormone with trough he end of
the active hormone cycle.

Gradual wansient increases in lamotrigine plasma levels (approximate 2-fold increase) occurred during
the week of inactive hormone preparation (pill-free week) for women not also taking a drug
increased the clearance of lamoirigine (carbamazepine, phenyoin, phenobarbital, primidone, or other
drugs such as rifampin and the protease inhibitors lopinavir/ritonavir and atazanaviriritonavir that induce
lamotrigine glucuronidation) [see Drug Interactions ( 7)] . The increase inlamowigine plasma levels will
be greater if the dose of SUBVENITE is increased in the few days before or during the pill-free week.
Increases in lamotrigine plasma levels could result in dose-dependent adverse reactions.

Inthe same study, coadministration of lamotrigine (300 mg/day) in 16 female volunteers did not affect
the pharmacokinetics of the ethinylestradiol component of the oral contraceptive preparation. There
were mean decreasesinhe AUC and C o he levororgesrel conporersof 19% ad 125,

was 10 hormonal evidence of
ovataoninany of the 16 volumeers, ltough messuseertofserun FSH, LH, o el iicaed
that there was some loss o

The effects of doses of lamotrigine other than 300 mg/day have not been systemically evaluated in
controlled clinical tials.
The el sigrifcmce of e observed ormom changes anowlaoey aciviy 1t koo
However, the possbilly of decreased conracepiive efficacy insome patent camt be excluded.
Therefore,patien should b inirucied 0 prompty report changes n eir merruel patern (6.6
break-through bleeding).

ige adjusiments may be e oral »
preparations see Dosage and Adminisaton (2.
Other Hormonal Contracepives or Hormone Replacement Therapy
The efectof otherhorunl cortraceptvs peepatonsor bormore replaceerttheray anhe

f lamorrigine

ethinylestradiol, not pmgeslogel\s acreased e clearace of Iammgm: 0 2101, and e
progestin-only pills had o effect on lamotrigine plasma levels. Therefore, adjustments (o the dosage
of SUBVENITE inthe presence of progestogens alone will likely not be needed.

Aripiprazole
In18 patiens with bipolar disorder ona mm: regimenof 100 0 400 mgiday of Lamotigine, the
lamotrigine AUC and C n, were reduced 10% in patients wi I

10 10 30 mg/day for 7 days, followed by %; e for anaitional 7 days This reductonin
lamotrigine exposure is not considered clinically meaningful.
Atazamavir/Ritoravi
Inastudy y doses of i (300 mg/100 mg) reduced the plasma
AUC and C oy of lamoirigine (single 100-mg dose) by an average of 32% and 6%, respectvely, axd
shortened the elimination half-lives by 27%. In the presence of awzanavir/ritonavir (300 mg/100 mg),
the metaboit-o-lamouigine tato was inreased fom0.4510 071 comsistentwith inductonof
The similar in the presence of

Eoncomitant lamorigine (o e hstorcaldaa of he pharmacoKntico i e abserve of lamorgine.
‘Buproplon

‘The pharmacokinetics of a 100-mg single dose of lamotrigine in healthy volunteers (n = 12) were not
changed by coadministration of bupropion sustained-release formulation (150 mg twice daily) starting
11 days before lamotrigine.

-

Lamouigine has 1o apprecible cifecton seady-state carbamazepie plasm concentaton. Limied
clinicaldta suggest hee s 3 igher ncdence ofdzziness, diplopia,ataia and lurted vision
ptiot receiving Carbamszepine with lamouigin thaninpatiens receiving other A

lamotrigine [see Adverse Reactions (6.1)] . The mchamsmal e imeracin ¢ unlear Th eifectof

lamotrigine on plasma concentrations of carbamaze pine-epoxide is unclear. Ina small subset of patients

(n=7) studied ina. il e tgin had no plasma
butina smal, 9, levels increased.

The addition of decreases lamorri iors by

40%

Felbamate

Ina il in21 healhy volueers, coadmiistatonol felbante (1200 ng tice dily) with lanwigine
(100 y for 10 days) appeared to have no clinically relevant effects on
Drarmcokinedcs gl wigine

Folate Inhibitors

Lamoigine is a weak inhibitor of dihydrofolate reductase. Prescribers should be aware of this action
when prescribing other medications that ihibit folate metabolism.

Lacosanide
Plasma concentrations of lamotigine were not affected by concomiat acosanide (200, 400, 600
mg/day) inp wials in patients

Gahapentin

Based ona muosptcuvt anlysis of plas evels n 34 subjects who received amotigine both wih
and without gabaps tappear to change th lamotigine.
Levetiraceam

Potential drug interactions between levetiracetam and lamtrigine were assessed by evaluating serum
concentatonsof bothagens during placebo-conrolled clinialwils. These da dicte it
Tamotrigine does ot influence the not
influence the pharmacokinetics of lamotrigine.

Lithium

The pharmacokin lithium were not alered in healthy subjects (n.= 20) by coadministration of
Tamrgine (100 mg/da) for & days.

Lopinvir/Ritonavie

he addbtonof Lo (400 mg swice dalmmmir (100 mg tlce dlly)decressed e ALC, €
max, @ 4% in

ere similar Vamﬂrlgme, compared with -
isotea comals.
Olanzapine.
The AUC and Crx of olanzapine were similar following the addition of olanzapine (15 mg once daily)
s lasigive (00 g ace daly)inbealiy sl volussers (1~ 16) conpared wid the AUC ad C
mas in healthy male volunteers receiving olanzapine alone (n=
Inthesame s, the AUC a0 C o of aoigne were redced on sverage by 24%6 i 20%,
respecively, following the addiionof olamapie o lamotigie nhelty e volueers conyared

hose ecetving lamotigineaone. Ths reduction m monigine plsi concentatons s ot
expected o b clincally mearingtl
Oxcarhazepine.
The AUC and C g of and its aciive y metabolite were
not significanly different following the addition of oxcarbazepine (600 mg twice daily) to lamoirigine
(200 mg once daily) in healthy male volunteers (a = 13) compared with healthy male volunteers
receiving oxcarbazepine alone (n= 13)
Inthe same rml the AUC and C oy of lamotrigine were similar following the addition of

ne (600 mg twice daily) to lamotrigine in healthy male volunteers compared with thos

eceivng lamotigine lone. Limite clincal da suggesta igher Icidnce of headache, dmmss,
n lamowrigine compare
lamotrigine alone or oxcarbazepine alone
Perampanel
Ina pooled analysis of data from 3 placebo-controlled clinical trials investigating adjunctive perampanel
in patients with partial-onset and primary generalized tnic-cloic seizures, the highest perampanel dose
evaluated (12 mg/day) increased lamotrigine clearance by <10%. An effect of this magnitude is not
considered to be clinically relevant.

Phenobarbital, Primidone

“The addition of phenobarbital or primidone decreases lamotrigine steady-state concentrations by
approximately 40%.

‘Phenyioin

Lamotrigine has no appreciable effect on steady-state phenytoin plasma concentrations in patients with



epilepsy. The addition of phenytoin decreases lamotrigine steady-state concentrations by approxinately
40%.

Pregabalin

Steady-state wrough plasma concentrations of lamotigine were not affected by concomitant pregabalin
(200 mg 3 times daily) administration. There are no pharmacokinetic interactions between lamotrigine
and pregabalin.

In 10 male volunteers, rifampin (600 mg/day for 5 days) significanly increased the apparent clearance
of asingle 25-mg dose of lamotrigine by approximately 2-fold (AUC decreased by approximately
40%).

Ina 14 healihy volunteers study, multiple oral doses of lamorrigine 400 mg daily had o clinically
sigificant effect on the single-dose pharmacokinetics of risperidone 2 mg and its active metabolite 9-
O risperidone. Following the coadministration of risperidone 2 mg with lamotrigine, 12 of the 14
volunteers reported somolence compared with 1 out of 20 when risperidone was given alone, and none
when lamotrigine was administered alone.

Topiramate

Topiramate restilted in o change of lamotrigine, Tamotrigine
resulted ina 15% increase in topiramate concentrations.

Valproate:

‘When lamotrigine was administered o healihy volunteers (n = 18) receiving valproate, the trough
steady-state valproate plasma concentrations decreased by an average of 25% over a 3-week period, a
then stabilized. However, adding lamotrigine to the existing therapy did not cause a change in valproate
plasma concentrations in either adultor pediatric patients in controlled clinical trials.

‘The addition of valproate increased lamotigine steady-state concentrations innormal volunteers by
slightly more than 2-fold. In 1 wial, maxinal inhibition of lamotrigine clearance was reached at
valproate doses between 250 and 500 mg/day and did not increase as the valproate dose was further
increased.

Zonisanide:

Ina study in 18 patients with epilepsy, coadministration of zonisamide (200 to 400 mg/day) with
lamotrigine (150 to 500 mg/day for 35 days) had no significant effect on the pharmacokinetics of
lamotigine.

Koown Inducers or Inhibitors of Glucuranidation

Drugs other than those listed above have not been systematically evaluated in combination with
lamotrigine. Since lamotrigine is metabolized predominately by glucuronic acid conjugation, drugs that

are known 0 induce or inhibit affectthe of lamotigine and
doses of lamouigine may require adjustment based on clinical response.
Other.

In viro assessment of the inhibitory effect of lamotrigine at OCT2 demonstrate that lamotrigine, but ot
the N(2)-glucuronide metabolite, is an inhibitor of OCT2 at potentally clinically relevant
concentrations, with IC 5o value of 53.8 wM [see Drug Interactions ( 7)]
Results of in vitro experiments suggest that clearance of lamoigine is unlikely to be reduced by
conconitant administration of amitriptyline, clonazepam, clozapine, fluoxetine, haloperidol, lorazepam,
phenelzire, serualine, or wrazodone .
Results of in vitro experiments suggest that lamotrigine does not reduce the clearance of drugs

eliminated predominantly by CYP2DG
‘Specific Populations.
Patients with Renal Impairment: Twelve volunteers with chronic reral failure (mean creatinine
clearance: 13 mL/min; range: 6 to 23) and another 6 individuals undergoing hemodialysis were each
givena single 100-mg dose of lamotrigine. The mean plasma half-lives determined in the study were
429 hours (chronic renal failure), 13.0 hours (dnnng bhenmdilyis) and 57.4 hows Getueen

il 25.2 houes erage, 20% (range:
56 t0 35.1) of the amountof lamotrigine presers n e body was < elminmed by hemodialysis during a 4-
hour session [see Dosage and Administration ( 2.1)].

Patients with Hepatic Impairment: The pharmacokinetics of lamotrigine following a single 100-mg dose
lamotrigine were evaluated in 24 subjects with mild, moderate, and severe hepatic impairment (Child-
Pugh classification system) and compared with 12 subjects without hepatic irmpairmert. The subjects
with severe hepatic impairment were without ascites (1= 2) or with ascites (n= 5). The mean apparent
clearances of lamotigine in subjects with mild (n = 12), moderate (n = 5), severe without ascites (n = 2),
and severe with ascites (n= 5) liver impairment were 0.30 0,09, 0.24 + 0.1, 0.21  0.04, and 0.15 +
0.09 mLiminkg, respectively, as compared with 0.37 <+ 0.1 mL/min/kg in the healthy controls. Mean
half-lives of lamotrigine in subjects with mild, moderate, severe without ascites, and severe with
ascites hepatic impairment were 46 20,72 44, 67 & 11, and 100 + 48 hours, respectively, as
compared with 33 + 7 hours in healthy controls [see Dosage and Administration ( 2.1)]
Pediatric Patients: The pharmacokinetics of lamotrigine following a single 2-mg/kg dose were
evaluated in 2 studies in pediatric subjects (n = 29 for subjects aged 10 months 0 5.9 years and n =26
for subjects aged 5 to 11 years). Forty-{free subjects received concomitant therapy with other AEDs
and 12 subjects received lamoigine as monotherapy. Lamorigine pharmacokinetic parameters for
pediatric patients are summarized in Table 1
Populaion pharmacokinetic aayses molving sublecs aged 2 o 18 years demonsited it
lamotrigine clearance was influenced by total body weight and ED therapy.
“The oral clearance of lamotrigine was higher, ona body weight basis, in pediatric patients than in
adulis. Weight-normalized lamotrigine clearance was higher in those subjects weighing <30 kg
conpared with those weighing >30 kg. Accordingly, patients weighing <30 kg may need an increase of

mlym slsreveled ht, ftersccouningforbody welgh, lamouigine clearance was ot

, the same. doses should be administered to
Chldreniirespeciiv of Gferences nage. Conomant AEDs which influence lamotigine clerance
inadults were found to have similar effects in children.

‘Table 16. Mean Pharmacokinetic Parameters in Pedi

ic Subjects with Epilepsy

Pediatric Study Population Number of Subjects T max(h) tyah)  CL/F (mLiminkg)

Ages 10 months to 5.3 years Subjects taking carbamazepine,
phenytoin, phenobarbital, or 10
primidone *

Subjects taking andiepileptic

drugs with no known effect on the apparent clearance of lamotrigine Subjects taking 7

valproate orly 8

Ages 510 11 yearsSubjects taking carbamazepine,
phenytoin, phenobarbital, or 7
primidone
Subjects taking carbamazepine, 8

phenytoin, phenobarbital, or
primidone  plus valproate
Subjects taking valproate orly > 3
Ages 13 1o 18 years Subjects tking carbamazepine,
phenytoin, phenobarbital, o 1
primidone ®
Subjects taking valproate orly 4

30 7.7(6710 114) 362 (244 0 5.28)
(101059
52 19.0(1291027.1) 12(0.7510 2.42)
@916.1)
X 449 0.47
(101060) (950525 (0230077
16(101030) 7.0(38109.8) 254 (13510 558)

33(10106.4) 19.1 (7.0 10 31.2) 089 0.39 10 1.93)

45(3.0106.0)658 (50.7 10 737) 0.24 (021 10 0.26)

< < 13

# Carbomazepine, phenytoin, phenobarbital, and primidone have been shown to increase the of lamorgine, ifampin,

and the protease inhiiors lopinavirronavir and atazanavic/ionavir have ako been shown to ncrease the

® Tuo subjects were included in the caleulation for mean T gy
© Parameter not estimated.

Geriatric Patients: The pharmacokinetics of lamotrigine following a single 150-mg dose of lamotrigine
were evaluated in 12 elderly volunieers between the ages of 65 and 76 years (mean creatinine clearance
=61 ml/min, range: 33 to 108 mL/min). The mean half-life of lamotrigine in these subjects was 31.2
hours (range: 24.5 (0 43.4 hours), and the mean clearance was 0.40 miiminkg (range: 0.26 t© 0.48
miL/minke).

Male and Female Patients: The clearance of lamotrigine is not affected by gender. However, during
dose escalation of lamotrigine in | clinical rial in patients with epilepsy ona stable dose of valproate (n
= 77), mean trough lamotrigine concentrations uradjusted for weight were 24% to 45% higher (0.3 to
1.7 meg/m) in females than in males.

Racial or Ethnic Groups: The apparent oral clearance of lamotrigine was 25% lower in non-Caucasiars
than Caucasians,

13 NONCLINICAL TOXICOLOGY

13.1 Garcinogenesis, Mutagenesis, Impairment of Fertilty
No evidence of carcinogenicity was seen inmouse or rat following oral administration of lamotigine
for up o 2 years at doses up to 30 mg/kg/day and 10 to 15 me/kg/day in mouse and rat, respectively. The
highest doses tested are less than the human dose of 400 mg/day on a body surface area (mg/m )
Lamoigine was negative in n vitro gene mutation (Ames and mouse lymphoma t) assays and in

(in ind in vivo rat bone

No evidence of impaired fertility was detected in rats given oral doses of lamotrigine up to 20
mg/kg/day. The highest dose tested is less than the human dose of 400 mg/day ona mg/m? basis.
14 CLINICAL STUDIES

14.1 Epilepsy
Mornotherapy with SUBVENITE in Adults with Partial-Or izures Already Receiving Treatment
with Carbamazepine. Phenvtoin, Phenobarbital. or Primidone as the Single Aniepileptic Drug.

Ph il

The efectveress of uomberagy i SUBVENITE was esblished inaulicener doube-blimd
clinical trial enrolling 156 adult outpatients with partial-onset seizures. The patients experienced at least
4 simple partl-omet, conpleparial-onse, andor secondarly Gereralized seiures Quing cach of 2
consecuti ds while receiving

baseline. 5uav£m‘rz (Grgetdose of 500 mgiday) or valpmam L000 mgiday)wis added o cither

onotherapy with SUBVENTTE or valproate during the rext eek, henconnaed onmonotherapy
for an additional 12-week period.

Trial endpoints were completion of all weeks of tial treatment or meeting an escape criterion. Criteria
for escape relative to baseline were: (1) doubling of average monthly seizure coun, (2) doubling of
highest consecutive 2-day seizure frequency, (3) emergence of a new seizure type (defined as a seizure
that did not oceur during the 8-week baseline) that is more severe than

study reatmen, o
primary efficacy vaiable was he proporion f patient in ach reatment group who met escape
criteria,

The percentages of patients who met escape criteria were 42% (32776) inthe group receiving
SUBVENITE and 69% (35/80) in the valproate group. The difference inthe percentage of patients
meeting escape criteria was statistically significant ( P= 0.0012) in favor of SUBVENITE. No
differences inefficacy based on age, sex, or race were detected.
Patens inthe contol group were inentonaly reatedwith  eltvly ow dose of valproate; s such,
the sole objective of this trial was to demonstrate the effectiveness and safe notherapy with
SUBVENTLE, and camotbe nerpreed o imp1 th superiort of SUBVENITE o anadedut dose of
valproate.
Adjunciive Therapy with Lamotrigine in Adults with Partial-Onset Seizures
‘The effectiveness of SUBVENITE as adjunctive therapy (added to other AEDs) was initially
established in3 pivotal, multicenter, placebo-controlled, double-blind clinical trials in 355 adults with
refractory partal-onset seizures. The patients had a history of at least 4 partial-onset seizures per monih
inspite of receiving 1 or more AEDs at therapeutic concentrations and in 2 of the ials were observed
en g baselnes it vzrlrd between 3 12 weels. Itk ird il
patiens were ot observed ina prospeciive ot continuing to have atleast 4 sei
per momh during e beselne, OBVENITE o vlmho e themadded o he xising thrapy. el 3
wials, change from baseline in seizure frequency was the primary measure of effectiveness. The results
givenbelow are for all partial-onset seizures in the infent-to-treat population (ll patients who received
atleast 1 dose of teatment) in each trial, unless otherwise indicated. The median seizure frequency at
baseline was 3 per week while the mean at baseline was 6.6 per week for all patiens enrolled in
efficacy wrials

One wial (n= 216) was a double-blind, placebo-controlled, parallel trial consisting of a 24-week
treatment period. Patients could not be on more than 2 other anticonvulsants and valproate was ot
allowed. Patients were randomized to receive placebo, a target dose of 300 mg/day of SUBVENITE,
oratarget dose of 500 mg/day of SUBVENITE. The median reductions in the frequency of all part
onset seizures relative to baseline were 8% in parients receiving placebo, 20% in patiens receiving
300 mg/day of SUBVENITE, and 36% in patients receiving 500 mg/day of SUBVENITE. The seizure
frequency reduction was statistically significantin the 500-mg/day group compared with the placebo
group, but notin the 300-mg/day group.

A second trial (n = 98) was a double-blind, placebo-controlled, randomized, crossover trial consisting
of two 14-week treatment periods (the last 2 weeks of which consisted of dose tapering) separated by a
4-week washout period. Patients could not be on more than 2 other anticonvalsants and valproate was not
allowed. The target dose of SUBVENITE was 400 mg/day. When the first 12 weeks of the reatment

Lamotrigine [see Drug



periods were analyzed, the median change in seizure frequency was a 25% reduction on SUBVENITE
conpared with placebo ( P<0.001).
The tird wial (o= 41) ws a double-lnd plcebo- comoum crossover tial consisting of two 12-
separated by a L. Patients could not be on more than 2
atents received 150
n-g/da) o1 SUBVENITE. The 28 oter paiént had a arget dos of 300 mde of SUBVENITE. The
nge in seizure frequency was a 26% reduction on SUBVENITE compared with placebo (

Peo.0)
No differences inefficacy based on age, sex, or race, as measured by change in seizure frequency,
were detecte

Adjunctive Therapy with SUBVENITE in Pediairic Patients with Partial

The efectiveness of SUBVENITE as adjuncive herapy i pediaic patens wihparil-oretselures
was established double-blind, 9 patients aged 2 to 16
years (a= 98 on SUBVENITE, n= 101 onplacebo). Following an 8- etk bantine phase, patiers were
Tandomized o 18 weeks of reament with SUBVENITE of placebo added t teir eurent AED regimen
of up o 2 drugs. Patients were dosed based on body weight and valproate use. Target doses were
designed to approximate 5 mg/kg/day for patients taking valproate (maximum dose: 250 mg/day) and 15
mg/kg/day for the patients not taking valproate (maximum dose: 750 mg/day). The primary efficacy
endpoint was percentage change from baseline inall partial-onset seizures. For the intent-to-treat
population, the median reduction of all partial-onset seizures was 36% in patients treated

with SUBVENITE and 7% on placebo, a difference that was statistically significant ( P<0.01),
Adjunciive Therapy with SUBVENITE in Pediatric and Adult Patiens with Lemox-Gastaut Syndrome.
‘The effectiveness of SUBVENITE as adjunctive therapy in patients with Lemox-Gastaut syndrome was
established ina multicenter, double-blind, placebo-controlled tial in 169 patients aged 3 0 25 years (n
=79 0n SUBVENITE, n =90 on placebo). Following a 4-week single-blind, placebo phase, patients
were randomized to 16 weeks of treatment with SUBVENITE or placebo added o their current AED
regimen of up o 3 drugs. Patients were dosed ona fixed-dose re d onbody weight and
valproate use. Target doses were designed o approximate 5 mg/kg/day for patients aking valproate
(maximum dose: 200 mg/day) and 15 mg/kg/day for patients not taking valproate (maximurm dose: 400
mg/day). The primary efficacy endpoint was percentage change from baseline in major motor seizures
(atonic, tonic, major myoclonic, and tonic-clonic seizures). For the intent-to-treat population, the median
reduction of major motor seizures was 32% in patients reated with SUBVENITE and 9% on placebo, a
difference that was statistically significant ( P<0.05). Drop atiacks were significanly reduced

by SUBVENITE (34%) compared with placebo (9%), as were tonic-clonic seizures (36% reduction
versus 10% increase for SUBVENITE and placebo, respectively).

Adjunciive Therapy with SUBVENITE in Pediatric and Adult Patients with Primery Generalized Toni
Clonic Seizures

The efectiveness of SUBVENITE ss adjuncive herapy i paients with PGTC seizures was
establishe double-blind, in 117 pediatric and adult patients
aged 2 years and nldzr( 58 on SUBVENITE, n= 59 on pla(zhn) Patients with atleast 3 PGTC.
seizures during an 8-week baseline phase were randomized 0 19 (0 24 weeks of treat

with SUBVENITE or placebo added to their current AED regimen of up to 2 drugs. Patients were
dosed ona fixed-dose regimen, with target doses ranging from 3 to 12 mg/kg/day for pediatric patients
and from 200 to 400 mg/day for adult patients based on concomitant AEDs.

‘The primary efficacy endpoint was percentage change from baseline in PGTC seizures. For the intent-
to-treat population, the median percent reduction in PGTC seizures was 66% in patients meated

with SUBVENITE and lacebo, a difference that was y sig (P=0.006).

14.2 Bipolar Disorder

Adulis

The effectiveness of SUBVENITE in the maintenance treatment of bipolar I disorder was established in
2 mulicenter, double-blind, placebo-controlled rials inadult patients (aged 18 t0 82 years) who met
DSM-IV criteria for bipolar I disorder. Trial 1 emvolled patierts with a current or recen (within 60
days) depressive episode as defined by DSM-IV and Trial 2 included patients with a current or recent
(within 60 days) episode of mania or hypomania as defined by DSM-IV. Both wials included a cohort of
patients (30% of 404 subjects in Trial 1 and 28% of 171 patients in Trial 2) with rapid cycling bipolar
disorder (410 6 episodes per year).

Inboth tials, patients were titrated to a target dose of 200 mg of SUBVENITE as add-on therapy or as
monotherapy with gradual withdrawal of any psychotropic medications during an 8- to 16-week open-
label period. Overall 81% of 1,305 patients participating in the open-label period were receiving 1 or
more other psychotropic medications, including benzodiaze pines, selective serotonin reuptake
inhibitors (SSRI), aypical antipsychotics (including olanzapine), valproate, or lithium, during titration
of SUBVENITE. Patients with a CGl-severity score of 3 or less maintained for at least 4 continuous
weels, including at least the final week on monotherapy with SUBVENITE, were randormized to a
placebo-controlied, double-blind treatment period for up to 18 months. The primary endpoint was TIME
(time to intervention for a mood episode or one that was emerging, time to discontinuation for either an
adverse event that was judged o be related to bipolar disorder, or for lack of efficacy). The mood
episode could be depression, mania, hypomania, or a mixed episode.

InTrial 1, patients received double-blind monotherapy with SUBVENITE 50 mg/day (i
50), SUBVENITE 200 mg/day (i , SUBVENITE 400 mg/day (n = 47), or placebo (n=

121), SUBVENITE (200- and 400-mg/day treatment groups combined) was superior to placebo in
delaying the time to occurrence of a mood episode (Figure 1). Separate analyses of the 200- and 400-
mg/day dose groups revealed 1o added benefit from the higher dose.

InTrial 2, patients received double-blind monotherapy with SUBVENITE (100 to 400 mg/day, n=59),
o placebo (n = 70). SUBVENITE was superior to placebo in delaying fime to occurrence of a mood
episode (Figure 2). The mean dose of SUBVENITE was about 211 mg/day.

Altough these wils were ot desgred  sepctly evalume tie o e occurerce of depresionar
mania, a for the 2 tia gnificant benefit for SUBVENITE
over Dlacchu in drlaylm the time (0 occurrence of both depression and mania, although the finding was
more robust for depression.

Figure 1: Kaplan-Meier Estimation of Cumulative Proportion of Patients with Mood Episode
(Trial 1)
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Figure 2: Kaplan-Meier Estimation of Cumulative Proportion of Patients with Mood Episode
(Trial2)
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16 HOW SUPPLIED/STORAGE AND HANDLING
SUBVENITE (lamotrigine) tablets, USP 200 mg

‘White 0 off white, round shape, flat face beveled edge, uncoated tblets debossed with “20LA” on one
side and break line on other side

NDC: 70518-2645-00 100 in 1 BOX
NDC: 70518-2645-01 1in 1 POUCH.
Storage

Store at 20° to 25° C (68° to 77° F); excursions permitted to 15° to 30° C (59° to 86° F) [See USP
Controlled Room Temperature]

Repackaged and Distributed By:
Remedy Repack Inc.
625 Kolter Dr. Suite #4 Indiana, PA 1-724-465-8762

17 PATIENT COUNSELING INFORMATION
Advise the patient (0 read the FDA-approved patient labeling (Medication Guide).
Rash

Prior 10 initiation of treatment with SUBVENITE, inform patients that a rash or other signs or symptoms
of hypersensitivity (e.&., fever, lymphadenopathy) may herald a serious medical event and instruct them
o0 report any such occurrence to their healthcare providers immediately.
Hempphagocytic Lymphohistiocytosi
Prior 10 initiation of treatment with SUBVENITE, inform patiens that excessive immure activation may
occur with SUBVENITE and that they should report signs or symptoms such as fever, rash, or

ahealthcare p

Reactions, Blood Dyscrasias, and Organ Fail

Inform patients that multiorgan hypersensitivity reactions and acute multiorgan failure may occur with

SUBVENITE. Isolated organ failure or isolated blood dyscrasias without evidence of multiorgan

hypersensitivity may also occur. Instruct patients to contact their healthcare providers immediately if
nce any signs or symptoms of these conditions [see Warnings and Precautions ( 5.3, 5.4)]

Suicidal Thinking and Behavior

Inform patients, their caregivers, and families that AEDs, including SUBVENITE, may increase the risk

of suicidal thoughts and behavior. Instruct themto be alert for the emergence or worsening of

syupos of depeession,ary wusualchgesinmod o belevior,ar e erergeee of sucidal

thoughis or behavior or thoughts about s

concernto their healthcare providers

Worsening of Seizures

Instruct patients to notify their healthcare providers if worsening of seizure control occurs.

Central Nervous System Adverse Effects

Inform patients that SUBVENITE may cause dizziness, somnolence, and other symptoms and signs of
al nervoussystem depression. Accordingy,Insruct temeltier t drve aca or 0 operate other

il they have gained onSUBVENITE (0 gauge whether or

notit ndversely affects their mental and/or motor performance.

Pregnancy and Nursing

Instruct patients to notify their healihcare providers if they become pregnant or intend to become

pregnant during therapy and if they intend o breastfeed or are breastfeeding an infan.

Encourage patients (o enroll inthe NAAED Pregnancy Registry if they become pregnant. This registry

i collecting information abou the safety of antiepileptic drugs during pregnancy. To enroll, patients

can call the toll-free mumber 1-888-233-2334 [see Use in Specific Populations (8.1)]

Inform atees wh it o bresslecd that SUBVENITE is present inbreast ik and s se themto

monitor their child for potential adverse effects of this drug. Discuss the benefits and ris|

continuing breastfeeding

Oral Contracepiive Use

Instruct women to notify their healthcare providers if they plan o start or stop use of oral




contraceptives or other female hormonal preparations. Starting estrogen-containing oral contraceptives
may significantly decrease lamotigine plasma levels and stopping estrogen-conairing oral
contacepiives (including the pill-Iree week) may significantly increase lamotrigine plasma levels [see
Warnings and Precations ( 5.8), Clinical Pharmacology ( 12.3)] . Also instruct women to promgily norify
their healthcare providers if they experience adverse reactions or changes in menstrual pattern (e.g.,
break-through bleeding) while receiving SUBVENITE in combination with these medications.
Discontinuing SUBVENITE

Instruct patients to notify their healihcare providers if they stop taking SUBVENITE for any reason and
Pt (0 resume SUBVENITE without consulting their healthcare providers

Aseptic Meningitis

Inform patients that SUBVENITE may cause aseptic meningitis. Instruct them to notify their healhcare
providers immediately if they develop signs and symptoms of meningitis such as headache, fever,
nausea, vomiting, siff neck, rash, abnormal sensitivity to light, myalgie, chills, confusion, or drowsiness
while taking SUBVENITE.

Potential Medication Errors

To avoid a medication error of using the wrong drug or formulation, strongly advise patients to visually
inspect their tablets to verify that they are lamotrigine, as well as the correct formulation of
SUBVENITE, each time they fill their prescription [see Dosage Forms and Strengths (3.1,3.2,33),
How Supplied/Storage and Handling ( 16)] . Refer the patient o the Medication Guide that provides
depictions of the SUBVENITE tablets.

Repackaged and Distributed By:
Remedy Repack, Inc

625 Kolter Dr. Suite #4 Indiana, PA 1-724-465-8762
Repackaged and Distributed By:

Remedy Repack Inc

625 Kolter Dr. Suite # Indiana, PA 1-724-465-8762
DRUG:

NDC: 70518-2645-0

NDC: 70518-2645-1

PACKAGING: 1in 1 POUCH

OUTER PACKAGING: 100 in 1 BOX

ACTIVE INGREDIENT(S):

INACTIVE INGREDIENT(S)

Subvenite NDC #: 70515-2645-00

Expires:
LoT#:

Source NDC: 69102-0320-01
WG O, West Chicago, L6185
Keap this and ail medication out of the reach of children

Qary: 100

Directions For Uss: See Package Insert
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